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IN THE UNITED STATES DISTRICT COURT 

SOUTHERN DISTRICT OF TEXAS 

HOUSTON DIVISION 

 

PAMELA GLOVER and CHARLES 
ELLIS, individually, and on behalf of 
all others similarly situated, 
 

Plaintiffs, 
 

vs. 
 
WOODBOLT DISTRIBUTION, LTD., 
a Texas limited liability company; and 
DOES 1-50, inclusive, 
 

Defendants. 
 

 
 
 
Civil Action No.   
 
 
 
 
Jury Trial Requested 

 
 

 

PLAINTIFFS’ CLASS ACTION COMPLAINT 

 

INTRODUCTION 

1. Defendant Woodbolt Distribution, Ltd. (“Woodbolt”) is a company 

which manufactures, distributes, markets, and sells a variety of purported “muscle 

growth,” “weight loss” and “protein” dietary supplements to consumers.  Some of 

Woodbolt's best selling products are marketed under its “Cellucor” brand, including 

“C4 Extreme,” “M5 Extreme,” and “NO N-Zero Extreme” (collectively, the 

“Products”).  These Products are purported dietary supplements which are marketed 

for use as “pre-workout” energy and muscle building supplements.   
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2. C4 Extreme is marketed as a “pre-workout” dietary supplement which 

provides benefits from “NO3 Pump Technology” and produces “Highly Explosive 

Energy.”  M5 Extreme is marketed as a “pre-workout” dietary supplement which 

produces “Explosive Energy Ignited by C4,” “Muscle Pumps,” “Strength & Size” 

and “Muscle Mass.”  However, C4 Extreme and M5 Extreme contain a dangerous 

stimulant that poses a serious health risk and has potentially life-threatening side 

effects.  The stimulant, which is supposedly derived from the oil of the geranium 

plant, is known by many names, including “1, 3 dimethylamylamine,” 

“methylhexanamine,” and “geranamine” (hereinafter collectively referred to as 

“DMAA”).   

3. NO N-Zero Extreme is also marketed as a “pre-workout” dietary 

supplement which produces “Explosive Energy,” “Muscle Pumps,” “Strength & 

Definition” and “Muscle Protection.”  However, NO N-Zero Extreme contains an 

ingredient known by many names, including “Carbamyl-L-Glutamate,” “Carglumic 

Acid,” and “Carbaglu” (hereinafter referred to as “Carbaglu”).  Carbaglu is actually 

an FDA-approved drug that is used for the treatment of a rare genetic disorder, 

Hyperammonemia, the use of which may have potentially serious adverse side 

effects.   

4. Plaintiffs Pamela Glover and Charles Ellis (collectively “Plaintiffs”) 

purchased Woodbolt's Products in reliance on the company's claims that the 

Products are safe, effective and legal dietary supplements, which the Products are 

not.  At the time Plaintiffs purchased and used C4 Extreme and M5 Extreme, they 

were unaware that these Products contained a dangerous stimulant, DMAA, the use 

of which is banned by several athletic organizations, and sale of which is completely 

prohibited in certain countries.  In addition, at the time Plaintiffs purchased and used 

NO N-Zero Extreme, they were unaware the Product contained an FDA-approved 

drug with potentially dangerous side effects. 

5. DMAA was patented by Eli Lilly & Company in 1944 and later 
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marketed as a drug, beginning in 1971, under the trademark “Forthane” for use as a 

nasal decongestant and as a treatment for hypertrophied or hyperplasic oral tissues.  

DMAA is a vasoconstrictor and central nervous system stimulant which is on the 

World Anti-Doping Agency (“WADA”) and Major League Baseball (“MLB”) lists 

of banned substances.  DMAA is totally banned in Canada and New Zealand.  

Recently, DMAA has gained popularity with young people as a designer drug used 

in “party pills.” 

6. Woodbolt fails to inform consumers that DMAA is a dangerous central 

nervous system stimulant which is banned by WADA, MLB, Canada and New 

Zealand, and that using the Products can cause consumers to test positive for an 

illegal substance and/or amphetamine use.  

7. In addition, though DMAA is claimed to be an extract of geranium oil, 

most of the DMAA contained in products currently on the market is wholly 

“synthetic” DMAA, completely manufactured in laboratories, and is not derived 

from the geranium plant in any way whatsoever.  In fact, Plaintiffs are informed and 

believe and on that basis allege that the DMAA in Woodbolt's Products is purely 

synthetic.  Significantly, recent studies have also concluded that there is no DMAA 

in geranium oil at all, that DMAA cannot be extracted from geranium oil, and that 

all DMAA on the market is synthetic.   

8. Furthermore, because DMAA was previously patented and marketed by 

Ely Lilly as a “drug” for the treatment of various medical conditions and disorders, 

it cannot now be considered a dietary ingredient which can be properly included in a 

dietary supplement.   

9. Similarly, Carbaglu is a drug marketed by the Orphan Pharmaceutical 

Company.  On March 18, 2010, Carbaglu was approved as a drug by the FDA for 

the treatment of a rare genetic disorder known as Hyperammonemia.  This disorder 

is caused by the lack of a liver enzyme called N-acetylglutamate synthase, or 

“NAGS,” and results in too much ammonia in the blood.  Carbaglu acts by replacing 
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the NAGS enzyme and helps reduce the amount of ammonia in the blood.  

Carbaglu's side effects include infections, vomiting, abdominal pain, pyrexia, 

tonsillitis, anemia, ear infection, diarrhea, nasopharyngitis, and headaches.  (See Ex. 

1, Drug information on Carbaglu.) 

10. Nevertheless, the Products are falsely advertised by Woodbolt as safe, 

natural dietary supplements.  Woodbolt fails to inform consumers that the Products 

do not meet the definition of a “dietary supplement,” and that DMAA and Carbaglu 

do not meet the definition of a “dietary ingredient.” 

11. Recently, the United States Food and Drug Administration (“FDA”) 

issued warnings about over-the-counter sales of various fraudulent and dangerous 

dietary supplements promoted mainly for bodybuilding, as is the case here.  (See Ex. 

2, “Tainted Products Marketed as Dietary Supplements;” see also Ex. 3, “Beware of 

Fraudulent Dietary Supplements.”)  The FDA notes that such products often 

“contain hidden or deceptively labeled ingredients,” such as active ingredients 

contained in drugs required to be approved by the FDA prior to marketing, or other 

compounds that do not qualify as dietary ingredients.  (Ex. 3, p. 1.)   

12. Not content to deceptively market the Products as dietary supplements, 

Woodbolt goes a step further in its marketing scheme by making false, misleading, 

and unsubstantiated claims regarding the safety and effectiveness of the Products -- 

claims that Woodbolt knows are completely without merit or scientific 

substantiation -- in order to lure unsuspecting consumers into buying these so called 

“dietary supplements.” 

13. Accordingly, Plaintiffs bring this lawsuit, on behalf of themselves and a 

putative nation-wide class of purchasers of the Products, to enjoin Woodbolt and 

Does 1-50 (collectively “Defendants”) from selling the Products without informing 

consumers that DMAA is a potentially dangerous, synthetic, banned stimulant, that 

Carbaglu is an FDA approved drug with potentially dangerous side effects, and from 

making illegal and deceptive marketing claims regarding the effectiveness and 
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safety of the Products.  Plaintiffs further seek to recover restitution from Defendants 

in the amount of the total funds expended by Plaintiffs to purchase the Products, and 

by a class of all consumers who purchased the Products within four (4) prior to the 

filing of this Complaint through the present. 

14. In the course of manufacturing, labeling, marketing, distributing, and 

selling the Products, Defendants, individually and acting as agents, employees, 

servants or alter egos of each other, have committed and continue to commit the 

above alleged illicit business practices in direct violation of Texas Deceptive Trade 

Practices Act (“DTPA”) and warranty laws. 

15. Furthermore, Defendants, individually and acting as agents, servants or 

employees of Woodbolt, have “misbranded” the Products as “dietary supplements.”   

THE PARTIES 

16. Plaintiff Pamela Glover is a citizen of the state of California and a 

resident of Santa Clara County, California who purchased the Products in and 

around September, 2011 in Santa Clara County, California. 

17. Plaintiff Charles Ellis is a citizen of the state of California and a resident 

of Alameda County, California who purchased the Products beginning in and around 

January, 2011 in Contra Costa County and/or Alameda County, California. 

18. Plaintiffs are informed and believe that Woodbolt is a Texas limited 

liability company doing business in the state of California and throughout the United 

States.  Woodbolt's principal place of business and headquarters are located at 715 

North Main Street, Bryan, TX 77803.   

19. Plaintiffs do not know the true names or capacities of the persons or 

entities sued herein as Does 1 through 50, inclusive, and therefore sues such 

Defendants by said fictitious names.  Plaintiffs are informed and believe, and based 

thereon allege, that each of the Doe Defendants is in some manner legally 

responsible for the damages suffered by Plaintiffs and the members of the putative 

class as alleged herein.  Plaintiffs will further amend this Complaint to set forth the 

Case 4:12-cv-02191   Document 1    Filed in TXSD on 07/20/12   Page 5 of 29



1028060.1 6
**

 

true names and capacities of these Defendants when they have been ascertained, 

along with appropriate charging allegations, as may be necessary. 

20. Plaintiffs are informed and believe and thereon allege that at all times 

herein mentioned, there existed a unity of interest and ownership between and 

among the Defendants such that any individuality and separateness between and 

among them have ceased to exist such that each Defendant is the alter ego of each of 

the other Defendants, and they should not be allowed to evade justice by asserting 

the corporate or other limited liability veil. 

21. Plaintiffs are informed and believe and based thereon allege that, at all 

times relevant herein, each of the Defendants was the agent, servant, employee, 

subsidiary, affiliate, partner, assignee, successor-in-interest, or representative of 

each of the other Defendants, and was acting in such capacity in doing the things 

herein alleged. 

22. Plaintiffs are informed and believe that, at all relevant times, Defendants 

were, and still are, aware, or should have been aware, that DMAA is a potentially 

dangerous, synthetic stimulant banned by several athletic organizations and in 

certain countries, that Carbaglu is an FDA approved drug, that use of the Products 

may have serious and medically risky adverse side effects, and that use of the 

Products does not produce the results promised on the label and/or cannot produce 

the promised results without serious adverse side effects.  Nevertheless, Defendants 

market the Products as safe and effective dietary supplements, and fail to inform 

consumers of the true facts. 

23. In committing the wrongful acts alleged herein, Defendants planned and 

directly participated in and furthered a common scheme by means of false, 

misleading and deceptive advertising and labeling representations to induce 

consumers to purchase the Products.   

24. Defendants aided and abetted and knowingly assisted each other in their 

wrongful conduct as herein alleged.     
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JURISDICTION AND VENUE 

25. This Court has subject matter jurisdiction over this class action pursuant 

to 28 U.S.C. § 1332 and the Class Action Fairness Act (“CAFA”).  Plaintiffs and 

other members of the putative nationwide class are citizens of the United States.  

Defendant Woodbolt is a Texas limited liability company with its principal place of 

business in the state of Texas.  Plaintiffs are informed and believe, and based 

thereon allege, that more than two thirds of members of the putative nationwide 

class are citizens of a state different than Defendants’.  Plaintiffs are also informed 

and believe, and based thereon allege, the amount in controversy in this case, 

exclusive of interests and costs, exceeds $5,000,000.00 and the total number of 

putative nationwide class members is, at a minimum, in the thousands, if not 

hundreds of thousands.   

26. Venue is proper in this Court pursuant to 28 U.S.C. § 1391(a)(1), (a)(2), 

and (a)(3) and § 1391(c) in that a substantial part of the events or omissions giving 

rise to the claims asserted in this action occurred in this judicial district, and 

Defendants reside in this judicial district, do substantial business in this judicial 

district, have received substantial benefit from doing business in this judicial 

district, and have knowingly engaged in activities directed at consumers in this 

judicial district.  Furthermore, a significant number of Defendants’ customers are 

Texas residents, and the wrongful acts alleged herein have affected members of the 

class throughout Texas.  Texas has a significant contact or aggregation of contacts to 

the claims at issue herein in that Defendants promote, market and sell the Products 

in Texas.  Defendants are subject to personal jurisdiction anywhere in the state of 

Texas, including in this judicial district. 

27. Each of the Defendants, individually and acting as agents, servants, 

officers, directors, employees, managers, controlling principals, shareholders and/or 

alter egos of Woodbolt, are headquartered and do business in Texas, have sufficient 

minimum contacts with Texas, and/or otherwise intentionally avail themselves of 
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the markets in Texas through the promotion, marketing and sale in Texas of the 

Products, to render the exercise of jurisdiction by this Court permissible under 

traditional notions of fair play and substantial justice.  In addition, the business 

activities of Defendants at issue in this Complaint were within the flow of and 

substantially affected interstate trade and commerce.  There has been a continuous 

and uninterrupted flow of activities in interstate commerce throughout the class 

period. 

FACTS COMMON TO ALL CAUSES OF ACTION  

28. Although Defendants have been extremely successful with the 

marketing, sale and distribution of the Products, their success has been based on 

false, misleading and deceptive advertising.  Woodbolt sells the Products through a 

deceptive marketing campaign claiming that the Products are safe dietary 

supplements which if used by a consumer before a workout will provide an energy 

boost which will result in increased muscle mass.  Specifically, Woodbolt 

advertises: that C4 Extreme produces “Highly Explosive Energy,” and has “NO3 

Pump Technology” (see Ex. 4, labeling for C4 Extreme); that M5 Extreme produces 

“Explosive Energy Ignited by C4” which increases “Muscle Pumps,” “Strength & 

Size” and “Muscle Mass” (see Ex. 5, labeling for M5 Extreme); and that NO N-Zero 

Extreme produces “Explosive Energy” resulting in increased “Muscle Pumps,” 

“Strength & Definition” and “Muscle Protection” (see Ex. 6, labeling for NO N-

Zero Extreme).   

29. Recent studies have shown that DMAA is not a natural constituent of the 

geranium plant, and that all DMAA is synthetic.  See Ex. 8 (excerpt from Interview 

with Ed Wyszumiala of NSF International); Ex. 9 (“AHPA: Review of Research 

Shows DMAA Not Naturally From Geranium”).  In fact, NSF International, a world 

leader in standards development and product certification for over 65 years, and 

widely recognized for its scientific and technical expertise in product certification, 

has publicly stated that it has tested geranium oil down to a parts per billion screen, 
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and DMAA is not derived from natural geranium oil; it is a synthetic compound and 

not a natural constituent of the botanical geranium.  Furthermore, experts in the 

industry have been extremely concerned that this potent stimulant drug will lead to 

serious health issues and even death, as was the case with ephedra before it was 

banned by the FDA in 2003.  See Ex. 10 (“Synthetic Geranium Still Raising 

Industry Red Flags”). 

30. The labeling for C4 Extreme claims that consumption of the Product 

produces “Highly Explosive Energy.”  (See Ex. 4.)  The labeling for M5 Extreme 

claims the Product will produce “Explosive Energy Ignited By C4,” and increase 

“Muscle Pumps,” “Strength & Size” and “Muscle Mass.”  (See Ex. 5.)  The labeling 

for NO N-Zero Extreme claims the Product will produce “Explosive Energy,” 

increase “Muscle Pumps” and “Strength & Definition,” and provide “Muscle 

Protection.”  (See Ex. 6.)   

31. All of the Products advertise that they will result in the consumer 

experiencing benefits from, inter alia, a “muscle pump.”  In bodybuilding building, 

a “muscle pump” is a desired physiological effect which results from intense 

physical exercise that is essentially a tight, blood-congested feeling in a muscle after 

it has been intensely trained.  It is caused by a rapid influx of blood into the muscle 

to remove toxins (such as lactic acid and carbon dioxide) and replace such toxins 

with nutrients and oxygen.  The Products advertise that consumer will experience 

increased energy, increased muscle strength, increased muscle mass, and/or 

increased muscle definition. 

32. Moreover, as noted previously, DMAA was patented in 1944 by Eli 

Lilly and Company (U.S. Patent #2,350,318) and marketed for sale as a drug under 

the brand name Forthane for the relief of nasal congestion.  See Ex. 11 (Patent for 

DMAA); Ex. 12 (Trademark information regarding Forthane); Ex. 13 

(Advertisements by Eli Lilly for the drug Forthane).  DMAA has also been used in 

combination with other drugs as a treatment for hypertrophied or hyperplastic oral 
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tissues.  See Ex. 14 (Patent utilizing DMAA to treat hypertrophied gums). 

33. Plaintiffs are informed and believe that the use of DMAA can have 

extremely dangerous side effects.  Significantly, Don Caitlin, preeminent anti-

doping scientist, has noted in a Washington Post news article that DMAA has a 

chemical structure similar to amphetamine and ephedrine, and can cause increases in 

heart rate and blood pressure, and even death.  Caitlin further stated “this substance 

should not be out there…it’s a dangerous material.”  See Ex. 15 (Washington Post 

Article entitled “Chemist’s New Product Contains Hidden Substance”).  The safety 

concerns associated with DMAA have been well-documented, including concerns 

that DMAA is a dangerous and addictive substance that can cause headache, nausea 

and stroke.  See Ex. 16 (excerpt from article entitled “Jack3d and other MHA-

containing Supplements Fuel Adulteration, Safety Concerns”).   To make things 

worse, DMAA is widely used as a “designer drug” in dangerous “party pills.”  See 

Ex. 17 (excerpt from article entitled “New pill ingredient worries ministry”).   

34. Despite Defendants’ knowledge of the dangers associated with DMAA 

use, they continue to advertise and sell the Products to unknowing consumers as 

safe, natural dietary supplements.  Defendants have failed to warn consumers that 

DMAA use can potentially cause serious adverse side effects, that DMAA is 

considered to be a potentially dangerous, performance-enhancing stimulant in the 

sports world and, as such, is classified as a banned substance by MLB, WADA and 

the United States Anti-Doping Agency (“USADA”).  See, e.g., Ex. 18 (WADA 2011 

Prohibited Substances List).  Numerous athletes in various sports throughout the 

world have been suspended or disqualified for unknowingly using products 

containing DMAA.  However, despite having knowledge of these facts, Defendants 

have never specifically warned consumers that DMAA is actually banned by certain 

sports organizations, as well as being completely banned in Canada and New 

Zealand, and could cause users to fail drug tests.   

35. Carbaglu is a drug originally developed by the Orphan Pharmaceutical 
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Company, receiving European marketing authorization in 2003 and approved by the 

FDA on March 18, 2010, for the treatment of Hyperammonemia, a rare genetic 

disorder.  Defendants, however, wrongfully market NO N-Zero Extreme as a safe, 

over-the-counter dietary supplement despite the fact that the product label lists a 

drug, Carbaglu, as one of its primary ingredients.  See Ex. 6. 

36. Plaintiffs are informed and believes that the use of Carbaglu can have 

extremely dangerous side effects, including infections, vomiting, abdominal pain, 

pyrexia, tonsillitis, anemia, ear infection, diarrhea, nasopharyngitis, and headache. 

(See Ex. 1.) 

37. Despite Defendants’ knowledge of the dangers associated with Carbaglu 

use, they continue to advertise and sell NO N-Zero Extreme to unknowing 

consumers as a safe, natural dietary supplement.  Defendants have failed to warn 

consumers that Carbaglu is a drug, use of which can potentially cause serious 

adverse side effects.   

38. Defendants not only promise consumers that the Products are safe, they 

also assure consumers the Products are effective and can produce amazing results.  

Defendants promise these results knowing that none of the Products, nor any of the 

Products' individual ingredients at the levels contained therein, can produce these 

promised results.  Plaintiffs are informed and believe, and on that basis allege, that 

any existing efficacy studies are on individual ingredients contained within the 

Products, and none of these studies are on healthy humans with equivalent dosing or 

routes of administration.  Therefore, such claims are purely false advertising to 

induce consumers to spend their hard earned money on unproven Products solely for 

the Defendants’ monetary gain.  

39. Following the DMAA-linked deaths of two soldiers from heart attack in 

2011, and after recording a number of other serious adverse health effects suffered 

by known and potential users of products containing DMAA, including kidney and 

liver failure, seizures, loss of consciousness, heat injury and muscle breakdown 
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during exertion, and rapid heartbeat, the Army launched a safety investigation of the 

substance.  As a result, on December 3, 2011, all bodybuilding and weight loss 

supplements containing DMAA were pulled from the shelves of all Army, Air Force 

and Navy Exchange Service stores around the world.  See Ex. 19 (Article from Stars 

and Stripes entitled “Army probing connection between body building supplement, 

2 deaths,” dated December 15, 2011.) 

40. On April 27, 2012, the FDA published a news release stating that the 

agency had issued warning letters to ten manufacturers and distributors of dietary 

supplements, containing DMAA, for the companies' failure to provide the FDA with 

evidence of the safety of their products.  See Ex. 20 (FDA News Release titled 

"FDA Challenges Marketing of DMAA Products for Lack of Safety Evidence").  

The FDA warning letters advised the companies that the agency is not aware of 

evidence or history of use to indicate that DMAA is safe.  The FDA also warned the 

companies that synthetically-produced DMAA is not a "dietary ingredient" and, 

therefore, is ineligible to be used as an active ingredient in a dietary supplement.  

See. e.g., Ex. 21 (FDA DMAA Warning Letter to Nutrex Research, Inc. dated April 

24, 2012.) 

41. Despite knowing C4 Extreme and M5 Extreme contain DMAA, a 

synthetic, banned and potentially dangerous stimulant, that NO N-Zero Extreme 

contains Carbaglu, an FDA approved drug with potentially dangerous side effects, 

and that the Products are ineffective for their intended use, Defendants continue to, 

among other things: 

(a) Fail to warn consumers about the extreme health dangers and 

 potential side effects of the Products; 

(b) Knowingly withhold from consumers material information 

 regarding the DMAA contained in the C4 Extreme and M5 

 Extreme, including but not limited to the fact that DMAA is 

 banned by WADA, USADA and MLB, and banned completely 
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 in Canada and New Zealand;  

(c) Knowingly withhold from consumers material information 

 regarding the Carbaglu contained in NO N-Zero Extreme, 

 including but not limited to the fact that Carbaglu is an FDA 

 approved drug; and, 

(f) Falsely advertise the Products as having specific muscle-building 

 properties that the Products do not have. 

42. The labeling for the Products displays the disclaimer that the statements 

made on the labeling “have not been evaluated by the Food and Drug 

Administration.”  In this action, Plaintiffs do not sue to subject Defendants to the 

FDA pre-market approval or post-market regulatory processes, but rather, to stop 

the false, deceptive, and often illegal labeling and advertising of the Products under 

Texas law as described herein. 

PLAINTIFFS' EXPERIENCES WITH THE PRODUCTS 

43. In and around September of 2011, Plaintiff Pamela Glover purchased C4 

Extreme, M5 Extreme, and NO N-Zero Extreme from a GNC store in Santa Clara 

County, California.  Prior to purchasing these three Products, Plaintiff Glover 

reviewed the product packaging and read the labeling statements which claim, 

among other things, that: (1) each of the Products is a “dietary supplement;” (2) C4 

Extreme will produce “Highly Explosive Energy” and has “NO3 Pump 

Technology;” (3) M5 Extreme will produce “Explosive Energy Ignited By C4,” 

“Muscle Pumps,” “Strength & Size” and “Muscle Mass;” and, (4) NO N-Zero 

Extreme will produce “Explosive Energy,” “Muscle Pumps,” “Strength & 

Definition,” and “Muscle Protection.”   

44. At the time Plaintiff Glover purchased C4 Extreme and M5 Extreme, she 

was not aware, and the Product packaging did not inform her, that: (1) DMAA is a 

potentially dangerous, synthetic stimulant banned by WADA, USADA and MLB; 

(2) DMAA is banned totally in Canada and New Zealand; (3) DMAA was once 
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marketed as the drug Forthane; (4) using DMAA can cause serious side effects; (5) 

the labeling for C4 Extreme and M5 Extreme makes claims without adequate 

scientific substantiation or adequate labeling explanation; and (6) using DMAA 

could cause her to test positive for a banned substance or for use of amphetamines.   

45. Similarly, at the time Plaintiff Glover purchased NO N-Zero Extreme, 

she was not aware, and the Product packaging did not inform her, that: (1) Carbaglu 

is an FDA approved drug used for the treatment of Hyperammonemia; (2) use of 

Products containing Carbaglu can cause serious side effects; and (3) the labeling for 

NO N-Zero Extreme makes claims without adequate scientific substantiation or 

adequate labeling explanation.   

46. Plaintiff Glover used the Products without knowing any of the 

aforementioned facts.  In purchasing the Products, Plaintiff Glover relied on the 

representations made by Defendants on the labeling and packaging for the Products.  

Plaintiff Glover reasonably believed and relied on Defendants' representations that 

the Products are safe and effective dietary supplements which can be legally sold 

over-the-counter.  Plaintiff Glover used the Products in accordance with the labeling 

instructions.  She used the Products as directed for weeks, but did not experience 

“Highly Explosive Energy,” “Muscle Pumps,” “Strength & Size,” “Strength & 

Definition,” “Muscle Mass,” or “Muscle Protection.”  However, Plaintiff Glover did 

experience severe adverse side effects, including feeling jittery and anxious and 

having persistent headaches.  Given these serious side effects, the Products did not 

work for Plaintiff Glover as she expected, nor as promised by Defendants' labeling 

representations.   

47. Furthermore, Plaintiff Glover would have never purchased or used the 

Products had she known the Products are not safe, natural and effective dietary 

supplements as they are advertised to be, but in fact are ineffective and contain 

DMAA, a banned and extremely dangerous synthetic pharmaceutical substance, or 

Carbaglu, an FDA approved drug used for the treatment of Hyperammonemia.  
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Plaintiff Glover has suffered injury in the amount of money she spent to purchase 

the Products. 

48. In or around January, 2011, Plaintiff Charles Ellis purchased one 390g 

container of C4 Extreme from a local GNC store in Contra Costa County.  In or 

around March 2011, Plaintiff Ellis purchased one 712g container of M5 Extreme 

from the same GNC store.  In or around May 2011, Plaintiff Ellis purchased one 

277g container of NO N-Zero Extreme from a local GNC store.  Prior to purchasing 

these three Products, Plaintiff Ellis reviewed the product packaging and read the 

labeling statements which claim that: (1) each of the Products is a “dietary 

supplement;” (2) C4 Extreme will produce “Highly Explosive Energy” and has 

“NO3 Pump Technology;” (3) M5 Extreme will produce “Explosive Energy Ignited 

By C4,” “Muscle Pumps,” “Strength & Size” and “Muscle Mass;” and, (4) NO N-

Zero Extreme will produce “Explosive Energy,” “Muscle Pumps,” “Strength & 

Definition,” and “Muscle Protection.”   

49. At the time Plaintiff Ellis purchased C4 Extreme and M5 Extreme, he 

was not aware, and the Product packaging did not inform him, that: (1) DMAA is a 

potentially dangerous, synthetic stimulant banned by WADA, USADA and MLB; 

(2) DMAA is banned totally in Canada and New Zealand; (3) DMAA was once 

marketed as the drug Forthane; (4) using DMAA can cause serious side effects; (5) 

the labeling for C4 Extreme and M5 Extreme makes claims without adequate 

scientific substantiation or adequate labeling explanation; and (6) using DMAA 

could cause him to test positive for a banned substance or for use of amphetamines.   

50. Similarly, at the time Plaintiff Ellis purchased NO N-Zero Extreme, he 

was not aware, and the Product packaging did not inform him, that: (1) Carbaglu is 

an FDA approved drug used for the treatment of Hyperammonemia; (2) use of 

Products containing Carbaglu can cause serious side effects; and (3) the labeling for 

NO N-Zero Extreme makes claims without adequate scientific substantiation or 

adequate labeling explanation.  Plaintiff Ellis used the Products without knowing 
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any of the aforementioned facts. 

51. In purchasing the Products, Plaintiff Ellis relied on the representations 

made by Defendants on the labeling and packaging for the Products.  Plaintiff Elis 

reasonably believed and relied on Defendants' representations that the Products are 

safe and effective dietary supplements which can be legally sold over-the-counter.  

Plaintiff Ellis used the Products in accordance with the labeling instructions.  He 

used the Products as directed for approximately five (5) months but did not 

experience the promised “Highly Explosive Energy,” “Muscle Pumps,” “Strength & 

Size,” “Strength & Definition,” “Muscle Mass,” or “Muscle Protection.”  However, 

Plaintiff Ellis did experience severe adverse side effects, including extreme anxiety, 

persistent cold and flu symptoms, and nausea.  Given these serious side effects, the 

Products did not work for Plaintiff Ellis as he expected, nor as promised by 

Defendants' labeling representations.   

52. Furthermore, Plaintiff Ellis would have never purchased or used the 

Products had he known the Products are not safe, natural and effective dietary 

supplements as they are advertised to be, but in fact are ineffective and contain 

DMAA, a banned and extremely dangerous synthetic stimulant, or Carbaglu, an 

FDA approved drug used for the treatment of Hyperammonemia.  Plaintiff Ellis has 

suffered injury in the amount of the money he spent to purchase the Products. 

CLASS ACTION ALLEGATIONS 

53. Plaintiffs bring this class action for injunctive relief, restitution and other 
 
equitable and monetary relief on behalf of the putative class (the “Class”) consisting 
 
of: 

All persons residing in the United States who 
purchased the Products for personal use within four 
years prior to the date the Complaint in this action was 
filed through the present (the “Class Period”). 
 
 

54. Excluded from the Class are governmental entities, Defendants, any 

entity in which Defendants have a controlling interest, and Defendants' officers, 

Case 4:12-cv-02191   Document 1    Filed in TXSD on 07/20/12   Page 16 of 29



1028060.1 17
**

 

directors, affiliates, legal representatives, employees, co-conspirators, successors, 

subsidiaries, and assigns.  Also excluded from the Class are any judge, justice, or 

judicial officer presiding over this matter and the members of their immediate 

families and judicial staff. 

55. The proposed Class is so numerous that individual joinder of all its 

members is impracticable.  Due to the nature of the trade and commerce involved, 

however, Plaintiffs believe that the total number of Class members is, at a minimum, 

in the hundreds.  While the exact number and identities of the Class members are 

unknown at this time, such information can be ascertained through appropriate 

investigation and discovery.  The disposition of the claims of the Class members in 

a single class action will provide substantial benefits to all parties and to the Court. 

56. There is a well-defined community of interest in the questions of law 

and fact underlying the claims of each member of the Class, and these common 

questions predominate over any questions that may affect individual Class members. 

The Common questions of fact and law include, but are not limited to, the 

following: 

(a) Whether Defendants fail to disclose to consumers that DMAA is 

a potentially dangerous stimulant which is banned by several 

sports organizations, including MLB, WADA and USADA, and 

completely banned in Canada and New Zealand; 

(b) Whether Defendants fail to disclose to consumers the potential 

adverse side effects associated with using Products containing 

DMAA and Carbaglu; 

(c) Whether Defendants fail to disclose to consumers the potential 

adverse side effects associated with using Products containing 

Carbaglu; 

(d) Whether Defendants fail to disclose to consumers that DMAA 

was previously sold as the drug Forthane; 

Case 4:12-cv-02191   Document 1    Filed in TXSD on 07/20/12   Page 17 of 29



1028060.1 18
**

 

(e) Whether Defendants fail to disclose to consumers that Carbaglu 

is an FDA approved drug used for the treatment of 

Hyperammonemia;  

(f) Whether Defendants fail to disclose to consumers that the 

labeling for the Products contains structure/function claims 

which are not adequately explained and for which Defendants do 

not have adequate scientific substantiation; 

(g) Whether Defendants make false, misleading, deceptive and/or 

illegal safety and efficacy omissions and representations on the 

Product labeling; 

(h) Whether the Product claims and omissions herein alleged are 

false, misleading, deceptive, illegal, material and/or reasonably 

likely to deceive consumers; 

(i) Whether Defendants’ conduct is fraudulent and/or violates public 

policy; 

(j) Whether Defendants have engaged in unfair, unlawful and/or 

fraudulent business practices in labeling, advertising, marketing 

and distributing the Products;  

(k) Whether Defendants engaged in conduct in violation of the 

DTPA; 

(l) Whether Defendants knowingly concealed material facts for the 

purpose of inducing unwary consumers into spending money on 

the Products;  

(m) Whether Defendants’ representations, concealments and non-

disclosures concerning the Products are likely to deceive 

consumers; 

(n) Whether Defendants’ labeling for the Products is false, 

misleading, illegal and/or deceptive; 
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(o) Whether Defendant represent that the Products have sponsorship, 

approval, characteristics, ingredients, uses, benefits, or quantities 

which they do not have, in violation of Tex. Bus. & Com. Code 

Ann. § 17.46(b)(5); 

(p) Whether Defendants knew or should have known that the 

Products do not have the sponsorship, approval, characteristics, 

ingredients, uses, benefits, or quantities for which Defendants 

advertised and/or labeled the Products; 

(q) Whether Defendants represent that the Products are of a 

particular standard, quality, or grade, or that goods are of a 

particular style or model, if they are of another, in violation of 

Tex. Bus. & Com. Code Ann. § 17.46(b)(7); 

(r) Whether Defendants knew or should have known that the 

Products are of a particular standard, quality, or grade, or that 

goods are of a particular style or model, when in fact, they are of 

another; 

(s) Whether Defendants advertise the Products with intent not to sell 

them as advertised, in violation of Tex. Bus. & Com. Code Ann. 

§ 17.46(b)(9); 

(t) Whether Defendants continued to sell the Products after knowing 

the preceding facts; 

(u) Whether Defendants breached express and implied warranties as 

a result of their misrepresentations in selling the Products; 

(v) Whether Defendants have been unjustly enriched;  

(w) The nature and extent of damages and other remedies to which 

the conduct of Defendants entitle the members of the Class, 

and/or which should be assessed against Defendants. 
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(x) Whether Plaintiffs and the Class are entitled to injunctive relief; 

and, 

(y) Whether Plaintiffs and the Class are entitled to restitution. 

57. Plaintiffs’ claims are typical of the claims of the members of the Class.  

Plaintiffs and all members of the Class have been similarly affected by Defendants' 

common course of conduct since they were exposed to the omissions and 

misrepresentations in the labeling for the Products, and those omissions and 

misrepresentations were material to their decision to purchase the Products. 

58. Plaintiffs will fairly and adequately represent and protect the interests of 

the Class in that they are typical purchasers of the Products.  Plaintiffs have retained 

counsel with substantial experience in handling complex class action litigation.  

Plaintiffs and their counsel are committed to vigorously prosecuting this action on 

behalf of the Class.  Plaintiffs have retained a firm which is widely recognized as 

among the most successful and effective class action litigation firms in California.   

59. Plaintiffs and the members of the Class have suffered, and will continue 

to suffer, harm as a result of Defendants’ unlawful and wrongful conduct.  A class 

action is superior to other available methods for the fair and efficient adjudication of 

the present controversy.  Individual joinder of all members of the class is 

impracticable.  Even if individual Class members had the resources to pursue 

individual litigation, it would be unduly burdensome to the courts in which the 

individual litigation would proceed.  Individual litigation magnifies the delay and 

expense to all parties and the court system to resolve the controversies engendered 

by Defendants' common course of conduct.  The class action device allows a single 

court to provide the benefits of unitary adjudication, judicial economy, and the fair 

and efficient handling of all Class members’ claims in a single forum.  The conduct 

of this action as a class action conserves the resources of the parties and of the 

judicial system and protects the rights of the Class members.  Furthermore, for 

many, if not most, a class action is the only feasible mechanism that allows an 
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opportunity for legal redress and justice. 

60. Adjudication of individual Class members’ claims with respect to the 

Defendants would, as a practical matter, be dispositive of the interests of other Class 

members not parties to the adjudication, and could substantially impair or impede 

the ability of other class members to protect their interests 

CLAIMS FOR RELIEF 

FIRST CLAIM FOR RELIEF 

VIOLATION OF TEXAS DECEPTIVE TRADE PRACTICES ACT 

(Texas Bus. & Comm. Code §§ 17.41 though 17.63) 

 

61. Plaintiffs incorporate by reference all the above allegations as if fully set 

forth herein. 

62. The Products are “goods” within the meaning of Tex. Bus. & Comm. 

Code § 17.45(1).  

63. Defendants are “persons” within the meaning of Tex. Bus. & Comm. 

Code § 17.45(3).  

64. Putative class members are “consumers” within the meaning of Tex. 

Bus. & Comm. Code § 17.45(4).  

65. Plaintiff’s and each and every class member’s purchases of the Products 

constitute trade and commerce within the meaning of Tex. Bus. & Comm. Code § 

17.45(6).  

66. The policies, acts, and practices heretofore described were intended to 

result in the sale of the Products to the consuming public, particularly consumers 

seeking increased energy for workouts and to rapidly build muscle mass and 

strength. 

67. These actions violated, and continue to violate, the DTPA in the 

following ways: 

a. Failing to disclose material facts concerning the Products to the 
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consuming public. 

b. representing that the Products have sponsorship, approval, 

characteristics, ingredients, uses, benefits, or quantities which they 

do not have, in violation of Tex. Bus. & Com. Code Ann. § 

17.46(b)(5). 

c. representing that the Products are of a particular standard, quality, or 

grade, or that goods are of a particular style or model, if they are of 

another, in violation of Tex. Bus. & Com. Code Ann. § 17.46(b)(7). 

d. advertising the Products with intent not to sell them as advertised, in 

violation of Tex. Bus. & Com. Code Ann. § 17.46(b)(9). 

68. Despite of its superior knowledge and awareness of the true facts 

concerning the efficacy and safety of the Products and of DMAA, Defendants 

intentionally withheld, and continues to withhold, such knowledge from putative 

class members to boost business profits and/or to reap unconscionable unjust 

enrichment to itself.  This conduct was and is willful, malicious and oppressive, and 

in conscious disregard of the rights of Plaintiffs and the Class. 

69. Defendants intentionally engaged in this conduct. 

70. Prior to the filing of this action, Plaintiffs purchased the Products for 

their personal use.  In so doing, they reviewed, believed, and relied upon the 

marketing omissions and claims on the Product packaging.  The Plaintiffs consumed 

the Products as directed, but the Products did not work as advertised.  Plaintiffs 

never would have purchased the Products had they known that the advertised 

benefits were completely fictitious and that the Products contain a synthetic, 

dangerous, and banned stimulant, or an FDA approved drug used for the treatment 

of Hyperammonemia.  Unaware of these facts, Plaintiffs purchased the Products and 

consumed the Products as directed, but they did not experience the advertised 

benefits.  Moreover, they experienced serious and severe side effects from use of the 

Products. 

Case 4:12-cv-02191   Document 1    Filed in TXSD on 07/20/12   Page 22 of 29



1028060.1 23
**

 

71. Defendants’ practices, omissions, acts and course of conduct in 

connection with their promotion and sale of the Products, as described hereinabove, 

are likely to mislead a reasonable consumer acting reasonably under the 

circumstances to his or her detriment.  Like Plaintiffs, members of the putative Class 

would not have purchased the Products if Defendants had disclosed the truth and all 

facts concerning the Products.. 

72. Plaintiffs and members of the putative Class have been directly and 

proximately injured by the conduct of Defendants, and such injury includes payment 

for the Products. 

73. Defendants’ wrongful business practices constituted, and constitute, a 

continuing course of conduct in violation of the DTPA since Defendants are still 

falsely representing that the Products have characteristics, benefits and uses which 

they do not have, continue to fail to disclose the true characteristics and qualities of 

the Products, and thereby have injured and continue to injure Plaintiffs and the 

putative Class.  

74. As a direct and proximate result of Defendants' violations of law, 

Plaintiffs and the Putative Class have been injured.  Prior to filing suit, Plaintiffs’ 

counsel mailed to Defendants, by certified mail, return receipt requested, written 

notice on behalf of both Plaintiff Pamela Glover and Plaintiff Charles Ellis, as 

required by Tex. Bus. & Comm Code § 17.505.  The Notice demanded that within 

sixty (60) days from receipt, Defendants, inter alia, adequately correct, repair, 

replace or otherwise rectify the deceptive practices described in this Complaint for 

the entire Class, pursuant to Tex. Bus. & Comm. Code § 17.505.  The Notice further 

demanded that Defendants provide notice and full compensation to consumers who 

have purchased the Products.  Defendants did not respond to Plaintiffs’ notice and 

demand letter, and failed to meet Plaintiffs’ demands. 

75. Plaintiffs and the Class seek an order of this Court enjoining Defendants 

from continuing to engage in unlawful, unfair, or deceptive business practices and 
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any other omission or act prohibited by law, including those set forth in this 

Complaint.  Plaintiffs and the Class also seek an order: (i) enjoining Defendants 

from failing and refusing to make full restitution of all moneys wrongfully obtained 

as a result of their violations of the DTPA; (ii) compelling Defendants to disgorge 

all ill-gotten revenues and/or profits earned or retained as a result of their violations 

of the DTPA; and (iii) for attorneys' fees and costs. 

SECOND CLAIM FOR RELIEF 

BREACH OF IMPLIED WARRANTY 

(Tex. Bus. & Comm. Code §§ 2.314-2.315) 

76. Plaintiffs incorporate by reference all the above allegations as if fully set 

forth herein. 

77. The Products were sold with the implied warranty of merchantability in 

that the Products would pass without objection in the trade, are fit for the ordinary 

purpose for which they are sold and used, are adequately contained, packaged, and 

labeled, and conform to the promises or affirmations of fact made on the packaging 

and labeling.  Defendants' Products do not meet the foregoing criteria. 

78. The defects in the Products existed prior to the delivery of the Products 

to Plaintiffs and putative Class members.  Plaintiffs provided Defendants with notice 

of their warranty claims, on behalf of themselves and putative Class members, by 

virtue of notice letters sent to Defendants on March 1, 2012.  Defendants have failed 

to fulfill their warranty obligations despite said notices.  Plaintiffs and putative Class 

members have incurred damages as described herein as a direct and proximate result 

of the defective Products and Defendants’ breach of the implied warranty of 

merchantability, in that Plaintiffs and the putative Class have paid the purchase price 

for the defective Products.  Plaintiffs, on behalf of themselves and putative Class 

members, have requested that Defendants correct the defects and Defendants have 

failed to do so.  Plaintiffs and putative Class members are entitled to refund of the 

purchase price paid for the Products, consequential and incidental damages, costs 
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and expenses, including attorney's fees. 

THIRD CLAIM FOR RELIEF 

BREACH OF EXPRESS WARRANTY 

(Tex. Bus. & Comm. Code § 2.313) 

79. Plaintiffs incorporate by reference all the above allegations as if fully set 

forth herein. 

80. The Products were sold with an express warranty, as Defendants made 

express affirmations of fact and promises that the Products are dietary supplements 

containing proper dietary ingredients, and regarding the nature, safety and efficacy 

of the Products. 

81. The Products were sold with an express warranty because Defendants' 

descriptions of the Products on the labeling and packaging were intended to become 

part of the basis of the bargain.  The Products are not suitable for the purpose for 

which they were required and sold as the Products are not in fact safe and effective, 

and do not fall within the definition of a “dietary supplement.” 

82. The defects in the Products existed prior to the delivery of the Products 

to Plaintiffs and the putative Class members. 

83. Plaintiffs, on behalf of themselves and putative Class members, 

provided Defendants with notice of their warranty claims by virtue of the letter sent 

to Defendants.  Defendants failed to fulfill their warranty obligations despite said 

notice. 

84. Plaintiffs and putative Class members have incurred damages as 

described herein as a direct and proximate result of the defective Products and 

Defendants' breach of the express warranties, in that Plaintiffs and members of the 

putative Class have paid the purchase price for the defective Products.  Plaintiffs, on 

behalf of themselves and putative Class members, requested that Defendants correct 

the defect and refund amounts paid for the defective Products, and Defendants have 

failed to do so.  Plaintiffs and putative Class members are entitled to refund of the 
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purchase price of the Products, consequential and incidental damages, and costs and 

expenses, including attorney's fees. 

 

FOURTH CLAIM FOR RELIEF 

UNJUST ENRICHMENT/RESTITUTION 

 

85. Plaintiffs incorporate by reference all of the above allegations as if fully 

set forth herein. 

86. This cause of action is being asserted on behalf of Plaintiffs and putative 

Class members who purchased Products within the applicable statute of limitations 

period. 

87. Defendants have benefited from, and have been unjustly enriched by, 

their wrongful conduct as alleged hereinabove.  Defendants sold the Products to 

Plaintiffs and members of the putative Class based upon deceptive conduct, 

omissions and misrepresentations as to uses and qualities which the Products do not 

possess, and which Defendants were, and still are, aware the Products do not 

possess.   

88. Defendants have knowledge of this benefit, and have voluntarily 

accepted and retained this benefit. 

89. The circumstances as described herein are such that it would be 

inequitable for Defendants to retain these ill-gotten benefits without paying the 

value thereof to Plaintiffs and putative Class members. 

90. Plaintiffs and putative Class members are entitled to restitutionary 

disgorgement of the amount of Defendants' ill-gotten gains, including interest, 

resulting from Defendants' unlawful, unjust and inequitable conduct as described 

above. 

PRAYER FOR RELIEF 

WHEREFORE, Plaintiffs, on behalf of themselves and all other persons 
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similarly situated, pray for judgment against Defendants, as follows: 

1. An Order certifying the proposed Class as defined hereinabove, and 

any appropriate sub-class(es) thereof, and appointing Plaintiffs and their attorneys to 

represent the certified Class, with notice thereto to be paid by Defendants;  

2. An award of general damages according to proof; 

3. An award of special damages according to proof; 

4. An award of restitution in an amount according to proof; 

5. Restitutionary disgorgement in an amount according to proof; 

6. For a temporary restraining order, a preliminary injunction, and a 

permanent injunction enjoining Defendants, and their agents, servants, employees 

and all persons acting under or in concert with them, to cease and desist from the 

following acts: 

(a) Selling, marketing or advertising C4 Extreme and M5 Extreme 

 without disclosing to consumers that DMAA is a dangerous, 

 synthetic stimulant, the use of which could potentially have 

 serious adverse side effects; 

(b) Selling, marketing or advertising NO N-Zero Extreme without 

 disclosing to consumers that Carbaglu is a drug approved by the 

 FDA for use as a treatment for Hyperammonemia, the use of 

 which could potentially have serious adverse side effects;  

(c) Selling, marketing or advertising C4 Extreme and M5 

 Extreme without disclosing to consumers that DMAA is banned 

 by certain athletic organizations and in certain countries; 

(d) Selling, marketing or advertising NO N-Zero Extreme without 

 disclosing to consumers that Carbaglu does not fall within the 

 definition of a “dietary ingredient,” and NO N-Zero 

 Extreme does not fall within the definition of a “dietary 

 supplement;” 
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(e) Selling, marketing or advertising C4 Extreme and M5 Extreme 

 without disclosing to consumers that DMAA was previously 

 marketed as the drug Forthane; 

(f) Selling, marketing or advertising the Products without disclosing 

 to consumers that Defendants do not have adequate scientific 

 substantiation for the structure/function claims made on the 

 Product labeling; 

(g) Selling, marketing or advertising the Products without 

 adequately explaining the structure/function claims made on 

 Product labeling, and the effect of each nutrient and/or ingredient 

 contained in the Products on the structure or function of the 

 human body; 

(h) Selling, marketing or advertising the Products with any 

 representation or suggestion that consumption of the Products 

 will safely and effectively generate energy or enhance physical 

 exercise, increase muscle mass, strength or definition, or provide 

 protection from muscle injury, without having adequate and 

 reliable scientific substantiation for such claims; 

(i) Engaging in any of the fraudulent, unlawful, unfair, misleading 

 and/or deceptive omissions or conduct described herein; and, 

(j) Engaging in any other omissions or conduct found by the Court 

 to be fraudulent, unlawful, unfair, misleading and/or deceptive; 

7. For pre-judgment interest from the date of filing this suit; 

8. For costs of the proceedings herein;  

9. For reasonable attorneys' fees; and 

10. Any and all such other and further relief that the Court may deem just 

and proper. 
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DEMAND FOR JURY TRIAL 

 Pursuant to Federal Rule of Civil Procedure 38, Plaintiff, individually and on 

behalf of all others similarly situated, hereby demands a jury trial of any claims, 

causes of action or issues in this action so triable. 

 

DATED: July 20, 2012 

 By: /s/ Baxter W. Banowsky 
  

Baxter W. Banowsky 
Attorney in Charge 
Strate Bar No. 00783593 
Southern District Bar No. 15345 
 
BANOWSKY & LEVINE, P.C. 
12801 N. Central Expressway 
Suite 1700 
Dallas, Texas 75243 
(214) 871-1300 
(214) 871-0038 (facsimile) 
 
Attorneys for Plaintiffs 
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which I have received an acknowledgment without objection from FDA?

B. Exception to Notification Requirement for Certain NDU with a History of Use in Conventional Food

1. When isa notification not required for a ND!?

2. Am I required to submit a NOl notification for an ingredient that has been listed or affirmed by FDA as generally recognized as
safe (GRAS) for direct addition to food, self-affirmed as GRAS for direct addition to food, or approved as a direct food additive
in the U.S.?

a. Does the adulteration standard in 21 U.S.C. 342(ffll)(8) apply to a ND! that has been listed or affirmed by FDA as
generally recognized as safe (GRAS) for direct addition to food, self-affirmed as GRAS for direct addition to food, or
approved as a direct food additive in the U.S.?

3. What processes for manufacturing a dietary Ingredient from an article of food present in the food supply do not result in
chemical alteration?

4. what are examples of processes that chemically alter an article of food present in the food supply to create a dietary ingredient?

C. Other Questions About When a ND! Notification is Necessary

1. When should I submit separate ND! notifications for supplements that! manufacture or distribute containing the same ND!?

2. If another manufacturer or distributor has already submitted a notification for a particular NDI, and I intend to market a dietary
suppiement containing the same ND!, should I also submit a ND! notification?

3. Should I notify FDA about a microbial ingredient in my dietary suppiement?

4. Can you provide visual aids to help me decide whether! shouid submit a NDI notification?

D. Additional Issues to Consider Before Submitting a ND! Notification

1. Can a contaminant that is found in the food supply be a dietary ingredient?

2. is a synthetic copy of a constituent or extract of an herb or other botanicai a dietary Ingredient?

3. Are food contact substances and other indirect food additives dietary Ingredients?

4. if I a tar the chemical structure of a dietary ingredient, is the new substance still a dietary Ingredient?

5. in what forms may a d etary supplement containing my ND! be sold?

6. When FDA reviews a NDI notification, does the agency consider whether the prohibition In section 301(11) applies to the use of
the NDI in a dietary supplement?

7. Can an Ingredient that has not been marketed as a food or as a dietary supplement, but has been approved as a new drug or
iicensed as a biologic, be used as a NDI in a dietary supplement?

8. Can! use an ingredient in a dietary supplement if it has been clinically tested as a drug but has not been approved as a drug in
the U.S.?

9. How do ! determine whether a dietary ingredient is an article that is approved or authorized for investigation as a new drug?

10. Can a dietary ingredient that was authorized for investigation as a new drug in the past become a ND! if the IND was
withdrawn or the ingredient is no longer being studied?

11. Can I manufacture and sell a dietary supplement containing a dietary ingredient that was marketed as a food or dietary
supplement before It was approved as a drug, licensed as a biologic, or authorized for investigation under an IND?

V. ND! Notification Procedures and Thneftames
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A. Procedure for Submitting a ND! Notification

1. Who is reQuired to submit a ND! notification?

2. What should be included In a ND! notification and how should it be presented?

3. How should the notification describe the ND!?

4. How should the notification describe the dietary supplement in which the ND! will be used?

5. What information should gg~ be n the ND! notification?

6. Should I explain how the Information in the notification provides a basis to conciude that the dietary supplement in which the
ND! will be used will reasonably be expected to be sate?

7. Does FDA have a form for ND! notifications and, if so, do 1 have to use it?

8. when should a ND! notification be submitted?

9. How many copies of a ND! notification should be submitted?

10. Where should a ND! notificatIon be submitted?

11. How should published literature and other scientific Information cited in the notification be listed?

12. How should unpublished scientific work be described?

13. Do I have to provide copIes of publications cited in the notification to FDA?

14. May £ use material published in languages other than ~ngiish to support the sate use of my ND!?

15. Should raw data be provided?

16. How should I identity information that I believe is trade secret or confidential commercial Information?

17. What signature and contact information should I provide?

B. What Happens After a ND! Notification Is Submitted?

1. when Is a ND! notification considered to be filed?

2. What are examples of omissions that cause a notification to be incomplete?

3. What type of response may I expect to receive from FDA and when?

V!. What to Include in a ND! Notification

A. Identity Information about the ND! and the Dleary Supplement

1. What is the purpose of including information about the IdentIty of the ND! and the dietary supplement containing the ND! in my
notification?

2. what types of Identity information should! include in my ND! notification?

3. How much detail should my description of manufacturing contain?

4. What is a specification?

5. What specifications for my process and ingredient should I include in the notification?

6. What additional information shouid 1 submit if my ingredient is a discrete chemical entity (e.g. a vitamin, mineral, amino acid
or a constituent or a metabolite of another dietary ingredient)?

7. what additional chemistry information should I submit if my ingredient is a salt?

8. what additional chemistry Information should I submit if my ingredient Is a covalently modified derivative of a dietary
ingredient?

9. what information should i submit if there is a history of use or other evidence of safety for a substance or product that is
similar to, but not exactly the same as, my ND! or dietary supplement?

io. what addltionai identity information should I submit If my product contains a mixture of ingredients?

11. What identity information should! submit if my ND! is a botanical or is derived from a botanical?

12. What information should I submit to describe a botanical ND! or a ND! derived from a botanical?

13. Should i describe the production methods for my botanical ND!?

14. How should the Identity section of my ND! notification deal with toxins In related plants or microorganisms?

15. How should I describe an extract or concentrate of a botanical or a dietary substance?

16. What additional Information should 1 include If my ingredient is produced using fermentation?
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17. What information should I submit to demonstrate the IdentIty of a live microbial dietary Ingredient?

18. What Information should I provide If my notification includes an expiration date or ‘use by’ date for the labeling of the ND! or
the dietary supplement to which the ND! will be added?

19. What Information should I submit to describe the conditions of use that I intend to recommend or suggest in the labeling of my
dietary supplement?

8. HIstory of Use or Other Evidenc, of Safety

1. What safety Information is required to support a ND! notification?

2. Should I submit both a history of safe use and safety testing data for the NDI?

3. What data and information should I submit to substantiate a NDF5 history of safe use?

4. What documentation of a NOT’s history of use should I submit?

5. Am! required to submit a comprehensive survey of every historical use of the ND!?

6. How do! determine whether hIstorical use was ‘daily’ or ‘intermittent,’ and what do the terms ‘chronic’ and ‘sub-chronic’
mean?

7. Should I estimate the intake of historically consumed materials related to my ND! if! am relying on those related materials to
establish a history of safe use, and should this estimate be Included in my ND! notification?

8. Where may I find information on how to estimate consumer intake?

9. How is the reliability of the history of use data evaluated?

10. Should ! cite the history of use of a ND! in traditional medicine?

11. Are additional animal and human studies needed to support evidence of a history of safe use by humans?

12. What other factors would be helpfui In determining when animal or human safety studies are needed in addition to history of
use data?

13. Can I use toxicology or clinical studies published by others, or unpubiished studies! have pecformed, If those studies used test
articles that are similar but not Identical to the ND! or the dietary supplement containing the ND!?

14. Are there scenarios in which additional safety data would not be needed if the proposed use of the ND! leads to intake levels
that are the same as or less than the levels consumed historically?

15. What types of data would help in assessing safety If the dietary supplement containing the ND! is intended for daily chronic
use, the ND! has a documented history of safe intermittent use, and the proposed use of the ND! ieads to intake levels that are
the same as or less than the levels consumed historically?

16. what types of data would help in assessing safety if the dietary supplement containing the ND! is Intended for daily chronic
use, the ND! has a documented history of safe daily chronic use, and the proposed use of the ND! leads to intake levels that
are greater than the levels consumed historically?

17. What types of data would help in assessing safety if the dietary supplement containing the NDI Is Intended for daily chronic
use, the ND! has a documented history of safe intermittent use, and the proposed use of the ND! leads to intake levels that are
greater than the levels consumed historically?

18. what types of data would help in assessing safety If the dietary supplement containing the NO! is Intended for intermittent use,
the ND! has a documented history of safe intermittent use, and the proposed use of the ND! leads to intake levels that are
greater than the levels consumed historically?

19. What types of data would help In assessing safety if the dietary supplement containing the NOl is Intended for intermittent use,
the ND! has a documented history of safe daily chronIc use, and the proposed use of the NOT leads to Intake levels that are
greater than the levels consumed historically?

20. what types of data would help In assessing safety if there is no history of use of the ND! that can be relied on to provide
evidence of safe use In dietary supplements?

21. where can I find FDA’s current thinking about testing for food and coior additives, and can I rely on this information when
preparing my ND! notification?

22. Am I required to use only FDA-published safety test protocols?

23. What are some sources of safety testing protocols that can be used In testing NOTs?

24. what is the appropriate highest dose of a ND! to use in animal and human safety studies?

25. what should I do to justify the use of a particular protocol?

26. How will I identify a potential hazard using a standard genetic toxicity test, and what should! do after identifyIng a potential
genetic toicicity hazard?

27. Should the NDI notification discuss the history of use or other evidence of safety that forms the basis for my conclusion that a
genotoxic dietary ingredIent can reasonably be expected to be safe?

28. Where can I find good examples of genotoxlcity protocols that can be used in conducting animal and human studies on new
dIetary ingredients?
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29. What Is the purpose of a sub-chronic oral toxicity study?

30. What Is the appropriate duration for a sub-chronic oral toxicity study?

31. Where can I find more information and examples of a sub-chronic oral toxicity study?

32. What Is the purpose of reproductive toxicity and teratology studies?

33 Should I include a discussIon of the reproductive and teratology studies in my ND! notification?

34. Should I Identify the No Observed Adverse Effect Level” (NCJAEL) for all test substance-related changes in both reproductive
and teratology test endpoints?

35. Where can I find sample protocols for reproductive and teratology studies?

36. What Is the purpose of repeat-dose toxicity testing?

37. Am I required to conduct human clinical studies to support the safety of my ND! or the dIetary supplement containing my NDfl

38. What kinds of human clinical studies are useful to support the safety of a ND!?

39. What Is the purpose of “repeat-dose” human studies, and how are such studies dassilied?

40. Where can I find more Information and examples of dinical protocols that can be used In conducting human studies for ND1s
and dIetary supplements?

41. What informatIon should I submit to demonstrate the safety of a ND! produced by fermentation using microorganIsms like
bacteria or yeast?

42. What Information should I submit to demonstrate the safety of a microbial NDI (live or killed)?

43. What should I do to demonstrate the safety of a NOl that contains nanornaterlals or otherwise involves the application of
nanotechnology?

C. Summary Of The Basis For Your Conclusion Of Safety

i. should my notification include separate safety profiles for the ND! and the dietary supplement in which the ND! will be used?

2. What should I include In my Comprehensive Safety Profile for the ND!?

3. What should I include In my dietary supplement Safety Narrative?

4. What is the difference between a NOEL and a NOAEL, and which should I use?

5. What safety factors should be used If only animal toxicity studies are available?

6. Does FDA recommend including margin of safety discussions in ND! notifications?

7. What Is the difference between a safety factor and a margin of safety?

8. When is the ratio of the ED! to the AOl adequate to support the conclusion that a dietary supplement containing a ND! will
reasonably be expected to be safe?

9. What is an example of a common error about margin of safety In ND! notifications that have been submitted to FDA for review?

VII. Definitions

VIII. Appendices
Appendix A: Decision Tree for NDI Notification
Appendix Bi 75-Day Pre-Harket New Dietary Ingredient Notification Form

Return to top

Contains Nonbinding Aacommandations
Draft-Not fir Implementation

Guidance for Industry[11
Dietary Supplements: New Dietary Ingredient NotificatIons and Related Issues

This draft guidance, when finalized, will represent the Food and Drug Admin stration’s (FDA’s) current thinking on this topic. It does not o-eate
or confer any rights for or on any person and does not operate to bind FDA or the p blIc. You can use an alternative approach if the approach
satisfies the requirements of the applicable statutes and regulations. If you want to discuss an aitematlve approach, contact the FDA staff
responsIble for implementing this guidance. If you cannot Identify the appropriate FDA staff, call the telephone number listed on the title page of
this guidance.
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I. Introduction
This guidance is intended to assist industry In deciding when a premarket safety notification for a dietary supplement containing a new dietary ingredient
(ND!) is necessary and in preparing premarket safety notifications (also referred to as ND! notification?). The guidance addresses in question and answer
format what qualifies as a ND!, when a ND! notification Is necessary, the procedures for submitting a ND! notification, the types of data and information
that FDA recommends manufacturers and distributors consider when they evaluate the safety of a dietary supplement containing a ND!, and what should
be included In a ND! notification. In addition, the guidance contains questions and answers about parts of the dietary supplement definition that can affect
whether a particular substance may be marketed as a dietary ingredient In a dietary supplement. The agency encourages manufacturers and distributors
to consult this guidance during their safety review of a dietary supplement that contains a ND! and in preparing ND! notifications.

FDA’S guidance documents, indudlng this guidance, do not establish legally enforceable responsibilities. Instead, guidances describe the Agency’s current
thinking on a topic and should be viewed only as recommendations, unless specific regulatory or statutory requirements are cIted. The use of the word
should in Agency guidances means that something is suggested or recommended, but not required,

• Return to top

ii. Background
On October 25, 1994, the Dietary Supplement Health and EducatIon Act of 1994 (DSHEA) (Pub. L. 103-417) was signed Into IawDSHEA amended the
Federal Food, Drug, and Cosmetic Act (the FD&C Act) by adding, among other provisions, (1) section 201(fO (21 U.S.C. 321(fi)), which defines the terni
“dietary supplement’; and (2) section 413 (21 U.S.C. 3Sob), which defines the term “new dietary ingredient’ and requires the manufacturer or distributor
of a ND!, or of the dietary supplement that contains the ND!, to submit a premarket notification to FDA at least 75 days before introducing the supplement
Into interstate commerce or delivering it for introduction into Interstate commerce, unless the ND! and any other dietary ingredients in the dietary
supplement “have been present in the food supply as an article used for food in a form in which the food has not been chemically altered” (21 u.s.c. 35Gb
(a)(1)).The notification must contain the information, including any citation to pubiished articles, which is the basis on which the manufacturer or
distributor of the ND! or dietary supplement (the notifier) has concluded that the dietary supplement containing the ND! will reasonably be expected to be
safe.!f the required premaricet notification Is not submitted to FDA, section 413(a) of the FD&C Act provides that the dietary supplement containing the
ND! is deemed to be aduiterated under section 402(f) of the FD&C Act (21 U.S.C. 342(t)).Even if the notification is submitted as required, the dietary
supplement containing the ND! Is adulterated under section 402(l) unless there is a history of use or other evidence of safety establishing that the ND!,
when used under the conditions recommended or suggested in the labeling of the dietary supplement, wiii reasonably be expected to be safe.

To assist industry in complying with DSH~A, FDA Issued a regulation In 21 CFR 190.6 (section 190.6 or the NDI regulation) to implement the FD&C Act’s
premarket notification requirements for dietary supplements that contaIn a ND! (62 FR 49886; September 23, 1997). The ND! regulation specifies the
information the manufacturer or distributor must include in Its premarket ND! notification (21 CFR 190.6(b)):

• The name and complete address of the manufacturer or distributor that Is submitting the notification.

• The name of the ND! that Is the subject of the premarket notification. For botanicais, the Latin bmnomiai name must be given, including the
author citation (the name of the scientist who gave the botanical its Latin binomial name).

• A description of the dIetary supplement that contains the ND!, including:

o the level of the ND! In the dietary supplement, and

o the conditions of use recommended or suggested in the labeling of the dietary supplement, or if no conditions of use are recommended
or suggested in the suppiernenes iabellng, the ordinary conditions of use of the supplement.

• The history of use or other evidence of safety establishing that the dietary ingredient, when used under the conditions recommended in the
labeling of the dietary supplement, will reasonably be expected to be safe.

• The signature of a person authorized by the manufacturer or distributor to sign the notification on its beha f.

!n addition to the requirements for the content of ND! notifications, the ND! regulation also establishes the administrative procedures for these
notifications. SectIon 1904(c) defines the filing date of a notification as the date the agency receives It and, consistent with section 413(a)(2) of the FD&C
Act, prohibits the manufacturer or distributor of the dietary supplement that contains the ND! from introducing, or delivering for introduction, the dietary
suppiement into interstate commerce for 75 days after the filing date (21 CFR 1904(c)). Section 190.6(d) provIdes for the assignment of a new
notification filing date that resets the 75-day period when the manufacturer or distributor submits additional substantive information in support of the
original ND! notification. Consistent with section 413(a) of the Act, sectlon!90.6(e) provides that FDA will not disclose the existence of, or the information
contained in, a ND! notification for 90 days after the filing date of the notification. SectIon 190.5(e) further provides that, after the 90th day, the entire
notification, except trade secrets and confidential commercial information, will be placed on public display, as prescribed in section 413(a) of the Act.
Finally, section 190.6(0 states that FDA’s failure to respond to a ND! notification does not constitute a finding by the agency that the ND! or the dietary
supplement containing the ND! Is safe or Is not adulterated under section 402 of the Act (21 U.S.C. 342).

On January 4, 2011, the President signed into law the FDA rood Safety Modemization Act (FSMA) (Pubilc Law 111-353). SectIon 113(b) of FSMA requires
FDA to publish, not later than 180 days after the date of enactment guidance that ciarifies when a dietary supplement ingredient is a ND!, when the
manufacturer or distributor of a dietary ingredient or dietary supplement should submit a ND! notification to FDA under section 413(a)(2) of the FD&C Act,
the evidence needed to document the safety of a ND!, and appropriate methods for establishing the identity of a ND!. This draft guidance Is being
published to comply with section 113(b).

Return to top

III. Scope of the Guidance
FDA’s goal In promulgating the ND! regulation was to ensure that.ND! notifications contained the information that would enable FDA to evaluate whether a
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dietary supplement antaining a ND! is reasonably expected to be safe. After having gained some experience with the ND! notifications that have been
submitted to the agency and from the many questions that industry has asked since the agency’s regulation implementing the ND! notification requirement
was issued, FDA has concluded that this guidance is needed to assist industry in achieving this goal.

DSI’IEA does not specify the type or amount of evidence that must be included in a NO! notification. The purpose of this guidance Is to give manufacturers
and distributors of these products information and recommendations to help them decide when a ND! notification is necessary and to improve the quality
and quantity of ND! notifications. There are an estimated 55,600 dietary supplement products on the market, and FDA has received approximately 700
NDi notifications since we began reviewing ND! notifications approximately 16 years ago;!21 Additionally, the Institute of Medicine has estimated that 1,000

• new dietary supplements are Introduced to the market each yearS31 These figures, coupled with recent concern by both the agency and industry regarding
• the presence of undeclared active ingredients in products marketed as dietary supplements, highlight the necessity for marketers of dietary supplements

to submit ND1 notifications as an Important preventive control to ensure that tile consumer is not exposed to potential unnecessary public health risks in
the form of new ingredients with unknown safety profiiesi4i

This guidance answers frequently asked questIons about ND! notifications and related Issues. it also makes recommendations to industry for preparing
better ND! notifications that the agency will be able to review more efficiently, which should result in quicker response times. The agency recommends that
the data and Information that are submitted should include (1) a full description of the identity and composition of the ND! and the dietary supplement In
which it wit be marketed, (2) a discussion of the basis for the notifier’s conclusion that the substance is a NOT, (3) a description of the conditions of use
recommended or suggested in the labeling of the dietary supplement, or, if no conditions of use are recommended or suggested in the labeling, the
ordinary conditions of use of the supplement, and (4) an explanation of how the history of use or other evidence of safety in the notification justifies the
notifier’s conclusion that the dietary supplement containIng the ND! wlU reasonably be expected to be safe.

This draft guidance focuses on interpreting the FD&C Act’s requirements relating to NOls and dietary supplements that contain a ND!. ft does not discuss
other parts of the FD&C Act that may affect the regulatory status of a particular Ingredient or product, such as provisions of the recently enacted FSMAL5I
that may apply to dietary ingredients and/or dietary supplements,

Return to top

IV. Determining Whether a New Dietary Ingredient (NDI) Notification is Necessary
A. When Is a Dietary Ingredient New?

1. Es a dietary ingredient that was not marketed in the U.S. before October 15, 1994, a new dietary ingredient (MDI)?

Yes. A ND! is defined by statute as “a dietary ingredient that was not marketed in the united States before October 15, 1994.”i63

2. Do I need to submit a ND! notification for a dietary ingredient marketed in the U.S. prior to October 15, 1994?

No. Dietary ingredients marketed prior to October 15, 1994 (“pre-OSHEA dietary ingredients”) are not NOls and therefore do not require
a ND! notification. See questions TV.A.6 and IV.A.9 for more on how FDA Interprets the terms “marketed’ and ‘dietary ingredient’ in the
definition of a NOT (21 U.S.C. 350b(c)).

3. Is an ingredient that was used to make a conventional food marketed before October 15, 1994, a ND! if the ingredient was
not a dietary ingredient marketed in the U.S. before October 15, 1994?

Yes. The use of an ingredient in a conventional food before October15, 1994 does not determine whether the ingredient is a ND!. What
matters Is whether the ingredient was marketed as a dietary ingredient — meaning in or as a dietary supplement, or for use in dietary
supplements .- in the 11.5. before October15, 1994. Therefore, an ingredient that was used to make a conventional food before October
15, 1994 is a ND! unless the ingredient was also marketed as a dIetary ingredient in the U.S. before October 15, 1994. (See questions
IV.A.6 and IV.A.g for FDA’s views on the meaning of ‘marketing” and ‘dietary Ingredient’ in the ND! definition.)

a. Is a ND! Notification required for a dietary supplement containing a ND! if the supplement contains only dietary
Ingredients that nave been present in the food supply as articles used for food in a form in which the food has not
been chen.icaiiy altered?

No. Even though an ingredient that was used to make a conventional food before October 15, 1994 is a ND! (unless it was aiso
marketed as a dietary ingredient before that date), a NOT notification Is not required for a dietary supplement containing the
ND! as long as the suppiement contains only dietary ingredients that have been present in the food supply as articles used for
food in a form In which the food has not been chemically altered (21 U.S.C. 350b(a)f,1)).

b. Does the adulteration standard in 21 U.S.C. 342(f)(1)(B)t’] apply to a dIetary supplement containing a ND! for
which a ND! notification is net required because the supplement contains only dietary Ingredients that have been
present in the food supply as articles used for food in a form In which the food has not been chemically altered?

Yes. The adulteration standard in 21 U.S.C. 342(fl(i)(6) applies to all dietary supplements that contain a ND!, even if the
supplement contains only dietary ingredients that have been present in the food suppiy as articles used for food in a form in
which the food has not been chemically altered (see question lye.?). See section IV.B for more information about the
exception to the NOT notification requirement for certain NOts that have been present in the food supply as conventional foods.

4. Is a substance that was a component of a conventional food marketed before October 15, 1994, a ND! if the component
was not a dietary ingredient marketed In the U.S. before October15, 1994?

Yes, assuming the component meets the definition of a dietary ingredient. The mere presence of a substance as a component of a
conventional food that was marketed before October15, 1994 does not establish that the substance was marketed as a dietary
ingredient before that date. Similarly, the fact that the component may have been isolated as part of an analytical chemical procedure to
examine the composition of the previously marketed food before October 15, 1994, is not sufficient to establIsh that the component is a
pre~DSHEA dietary Ingredient or even that it is a dietary ingredient at all. !f it Is not a dietary ingredient, it is ineligible to be a Not, If
the food component fits into one of the dietary ingredient categories (for example, if it Is a metabolite or ex~act of another dietary
ingredient) but was not marketed as a dietary ingredient before October 15, 1994, it would be a NOT. (!f the substance was also
marketed as a dietary ingredient before that date, then it is not a NOT. (See questions IV.A.6 and IV.A.9 for FDA’s views on the meaning
of ‘marketing’ and “dietary ingredient’ in the ND! definition.))
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5. Is a substance thatwes a component of. dietary supplement marketed bEn October 15, 1994, a ND!?

No, if the substance was a dietary ingredient in the dietary supplement that was marketed before October 15, 1994, then it would not be
a NOT. However, there are also two other possibilities about a substance’s status If the substance was not a dietary ingredient In the
dietary supplement. marketed before October 15, 1994. IF the substance was presentin the Øre-DSHEA dietary supplement as a food
additive rather than as a dietary ingredient, and does not fit within one of the enumerated categories of dietary Ingredients In section 201
(ffRl) of the FD&C Act (21 U.S.C. 321(ff)(1)), then It would not be a dietary ingredlentthat could be used in a dietary supplement.
Finally, if the substance was present In the pre-DSHEA dIetary supplement as a food additive .rathei than as a dietary IngredIent, but
does fit within one of the enumerated categories of dietary Ingredients in section 2O1(ffXl) of the FD&C Act, then it would be a ND!.

6. What does “marketing” a dietary Ingredient mean?

FDA considers marketing’ a dietary ingredient to mean selling or offering the dietary ingredient for sale (1) as a dietary supplement,
(2) in bulk as a dietary ingredient For use in dietary supplements, or (3) as an ingredient in a blend or formulation of dietary ingredients
for use in dietary supplements. A dietary Ingredient may be “marketed’ by physically offering the article for sale at a retail
establishment, listing It for sale in a catalog or price list, or through advertising or other promotion, IF the promotion makes clear that
the artide Is available for purchase. ‘Coming soon advertisements would not qualify

7. Is a dlet.,y Ingredient marketed outside the U.S. prior t October 15, 1994, consIdered to be a ND! If It was not marketed
In the U.S. bel8re that date?

Yes. SubmItting documentation that the ingredient was marketed in any other country before this date does not establish that the
Ingredient is not a NDT. The only kind of marketing that Is relevant to whether a dietary Ingredient isa ND! Is marketing In the U.S.
before October 15, 1994.

8. What documentation would I need to show that my dietary Ingredient was marketed prior to October 15, 1994?

Documentation to show that a dietary ingredient Is not a ND! should consist of written business records, promotional materials, or Press
reports with a contemporaneous date prior to October 15, 1994. Examples include sales records, manufacturing records, commercial
Invoices, magazine advertisements, mail order catalogues, or sales brochures. Documentation should include adequate inFormation to
establish that marketing took place in the U.S., the identity (e.g., chemical or botanical name) and form (e.g., ground herb, water
extract, oil) of the marketed Ingredient, and whether the ingredient was marketed as a dietary Ingredient or for some other purpose.

Affidavits attesting to recollection of historical events which are unsupported by contemporaneously created written records are not
adequate to show that an Ingredient was marketed prior to October 15, 1994. Even if a person who submits an affidavit attesting to his
or her recollection of when a dietary ingredient was first marketed is honestly statIng his or her present beliefs, we do not regard such
assertions alone, without any sort of objective, verifiable documentation from the time of marketing, as an adequate basis to establish
prior marketing of a substance as a dietary supplement.

9. Is marketing an IngredIent for any use prior to October 15, 1994, sufficient to coaciude that His not a ND!?

No. The marketing of an ingredient as a conventional food, as a drug, or for any other non~food use cannot be used as evidence that an
ingredient Is not a NOT. Unless the ingredient was marketed as a dietary Ingredient for use in a dietary supplement prior to October 15,
1994, It Is a ND!.

10. Is there an authorftatlve list of dietary Ingredients that were marketed prior to October 15, 1994 (a so-called
‘grandtathered list” or “old dietary Ingredient ilst9?

Na. Each suppiemeht manufacturer or distributor is responsible for establishing that the dIetary Ingredients in its dietary supplements
comply with the NDI notification requirements, WhIle some trade associations and other industry groups have publIshed lists of ‘old
dietary ingredients,’I’lthese lists have not been verified by FDA and are not backed by evidence that the ingredients listed were actually
marketed prior to October 15, 1994. The lists contain ingredients FDA believes are unlikely to have been marketed as dietary
ingredients, ike acetaminophen or pharmaceutical glaze, and mixtures that are only vaguely described, like ‘steroi complete premix.”
The introduction to one trade association hst1~) states that the association did not independently verify that the substances on the list
were in use before October 15, 1994. The cover page of the list specifically states, ‘This list is complied solely for reference purposes
and does not constitute verification that any specific dietary ingredient was or was not marketed as a dietary supplement before October
15, 1994.” Moreover, the trade association’s introductIon to the list also states, ‘There is no definitive list of ‘grandfathered’ dietary
Ingredients. The best policy is for any company to maintain Its own records confirmIng long-term use of an Ingredient.” Therefore, FDA
does not accept the Inclusion of an ingredient on an industry list of pre-DSHEA dietary ingredients as proof that the Ingredient is not a
ND1. See question IV.A.8 for information on the kinds of proof that FDA does accept.

11. If! change the manufecturing process for a dietary Ingredient that was marketed In the U.S. prior to October15, 1994,
and the changes alter the chemical composition or structare of the ingredient, does that make the Ingredient a ND!?

Most likely. If the changes In your manufacturing process alter the chemical composition or structure of the ingredient, the resulting
compound Is probably a ND! and a notification to FDA would be required. For example, using a solvent to prepare an extract from a pre’
DSHEA dietary Ingredient creates a ND! because the final extract contains only a fractionated subset of the constituent substances in the
original dietary Ingredient. In addition, changes that alter the composition of materials used to make the ingredient, such as using a
different part of a plant (e.g., using an extract of plant leaves where the root extract from the same plant Is a pre-OSHEA dietary
IngredIent), would create a ND!.

Firms pianning a manufacturing change are encouraged to consult with FDA on any questions as to whether such a change would create
a ND!.

12. Should I submit a new ND! notification If! change the manufacturing procrn for a ND! that Is the subject of a notification
for which! have received an acknowledgment wIthout objection from FDA?

Yes, unless the manufacturing change does not change the chemical properties of the dietary Ingredient or the specifications needed to
describe the ingredient. For example, a change in the manufacturing process for a ND! intended to produce particles in the I nm to 100
nm (approximate) nanoscaie range may alter the chemical properties of the ND!. If so, the resulting Ingredient with dIfferent chemical
properties would likely not be covered under an existing notification for a related substance manufactured without using nanotechnology
and, therefore, would likely require a NOT notification. Manufacturers planning a manufacturing change are encouraged to consult with
FDA on any questions as to whether such a change would be viewed as having created a different ND!.
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B. ExeepØn to Nobflcatlofl:R&luirjmejtior CertaiirdDxs,.with tHiston] of ilk In~Cânvefltlonal FoOd

1. Wt~i j~;~ notification not ‘required WraNDI?

A nohficatlonJs nötriedded Wh~,q~ adie gsppfementprodijtt cbntalôs ooly.dietary lndredjentswhlclf have been present in,’theiood
supply as an article used fo(foód In a form lriwlgch the food is not chemically altered See questlori~ IV B 3 end IV B 4 for FDA’s current
th1nldn~ On wtie& a.fodd has beeh.âiem1caIl~eaItered.%

2. AspI reauircdt sub kpx floutkatlon for a dietary lAg entthàt has ben fisted or affirmed by FDA ösgenarally
recognized as sate tGRA~) for direct addItion 8 VoçØ, self-affirmed as GRAS for direct addition to toad, or approved as a
direct toed additlv.:ln.tiu U.S.?

No, a’s long as tfce;.dlret~’kod.addItive orGRAS”siibstancwhas been’uded In the food supply and Isto be used earn NDI wlthoutchemlcal
alteratIon If the ND! wasiegally marketed in the U S as an Ingredient for use in conventional rood, it would qualify under sectIon 413(a)
(1) of the FD&C Act (21 U SC 350b(á)(1)) as an Ingredient exempt from the notification requirement because It has been present in
the food supply as an artide qsad for food in a form in which the food Is not chemically altered Similarly Ingredients marketed In
conventional foods outside the U S are exempt from the ND! notification requirement However, as discussed in the following question
and answer, die NDIadulterátlowstandard stlll.app’iies, and’voluntary NDI notiticadon may be advisable.

a. Doest adüth.t!oristandara;in 21 U.S.C. 342(fflt)($) applyto • 1401 that ha. beenlléted oraffirined by FDA as
aRAS toVdljOct addition to food, self-affirmed as GRAS tar direct addition to food, or approved as a dIrect food
addtuv~ihthéUSS

Yes.Taaduiteratlon 4andabd lnseetlonAoz(0c1)(B) of the mac Act (21 USC. 342(f)(1)(5)) applies to aiLNDIs, Including
ND!s for whlcWa notification to FDA is not required Therefore, if the Ingredient was not marketed as a dietary ingre~lent in the
U S..betore Ottober 15 1994(see ~uestlons IV A 6 and NA 9), it Is a ND! and the adulteration standard for NDIs applies
Thatls, a suppl~ment”containIng the ND! Is adulterated unless there Is adequate information to provide reasonable assurance
thdt the ingredient does ijot present a signilitant or unreasonable iisk of Illness or injury If the Intake level of the ND! resulting
from Its usc under the conditions recommended or suggested n the labeling of the dietary supplement is the same as or lower
than the lntakW level a~pm~Fe1l in a food additive regulation or specified In a G~S regulation and overal cumulative Intake of
the ND! fiom dietary sources Is the same as or lower than the acceptable daily Intake ADI) (see questions VI C 5 and VT C 7)
FDA is likely to condude tharthere is adeqijate.infonnation t&provlde reasonable assurance of safety However, the same is
not nocessanly true if the intake level of the ND! In the dietary supplement is higher than that resulting from conventional food
use of the ND! For examp e if an IngredIent g~neraliy used in microgram quantities to flavor food is placed in a capsule with a
serving level of hundreds of milligrams; a safety analysis would be necessary to determine the safety of the mud, higher Intake
level In the absence of adequate information to provide reasonable assurance that the higher intake level of the ND! from Its
use In supplenjent form ls’safe, the dietary supplement product would be adulterated.

Although a ND! notification is hot rejuired In a situation like this, FDA recommends that manufacturers or distributors of this
type of dietary supplement product consult with the agency about their basis for concluding that there Is adequate information
to provide reasonable assurance that the use of the ND! In the, dietary supplement will not present a significant or
unreasonable nsk of illness or injury FDA has reviewed and intends to continue reviewing voluntarily submItted notifIcations
for NDIs’that are exempt from the notificadon requirement under 21 U.S.C. 350b(a)(1) because they have been present in the
food supply as articles used for food In a form In which the food has not been chemically altered.

3. what processesfor manufietwing a dietary ingredient trom.an article of food present In the food supply do not result In
chemical alteration?

Minor loss of volatile components, dehydration, lyophilization, mllnng, and formation of a tincture or a solution in water, a slurry, a
powder, ore solid in suspension do not chenlcaliy alter an ingredlent.[’°3 Examples:

• Leaves or roots of a plant consumed as conventional food (e.g., broccoli or carrots) are dried and ground for sale in powder
form.

• A tincture is made by soaking pears in aqueous ethanol. The mixture is then milled and dried into a powder that Is pieced In a
capsule.

4. what are examples of processes that chemically alter an article of toad present In the toed supply to nests a dietary
ingredient?

The following are examples of processes that FDA would likely consider to involve chemical alteration.

• A process which makes or breaks chemical bonds such as hydrolysis or esterlflcation, unless the bonds created by the process
are reversed when the ingredient is dissolved In water (e.g., creation of a soluble salt) or during Ingestion.

• Removal of some components of a tinctureor solution in water (e.g., by chromatography, distillation or membrane filtratIon),
which changes the chemical composition of the mixture.

• use of solvents other than water oraqueous ethanol (tincture) to make an extract. Water and aqueous ethanol are specifically
excluded from processes that chemIcally alter a food in the official legislative history of DSHEA.tIll Other solveat~ eke? the
composition of the extract in significantly different ways, usually by extracting different types of constituents than are
extracted using water and aqueous ethanol.

• High temperature baking or cooking of an ingredient that has not prevlousiy been baked or cooked, unless the process causes
only minor loss of volatile components with no other changes to the chemicai composition of the Ingredient.

• ChangIng the manufacturing method for an Ingredient such that the chemical composition Is significandy different (e.g.,
changes that alter the composition of materials used to make the ingredient, use of a different solvent, use of a
chromatographic matrix instead of a passive filter).

Application of nanotechnology that results in new or altered chemical properties of the ingredient.
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• Changing agricultural or fermentation conditions to alter the chemical composition of the Ingredient, such as by sprouting
garlic or fermenting yeast using a medium containing large amounts of sodium selenite to create large amounts of organic
selenium compounds,

• Fermentation using a fermentation medium different from the one used to make conventional foods in the food supply (e.g.,
use of a defined commercial growth medIum to produce a mIcroorganism previously made by fermenting milk into dairy
products lIke yogurt or cheese).

• Use of a botanical ingredient that is at a different life stage than previously used (e.g., makIng an extract from unripe instead
of ripe apples or using the mycellum Instead of the fruiting body of a fungus.)

C. Other Questions About When a ND! Notification Is Necessary

t. When should I submit separate ND! notifications for supplements that! manufacture or distribute containIng the same
ND!?

It depends. If you have already submitted a ND! notification for a dietary supplement containing a ND!, you need not submit a
notification for a different dietary supplement containing the same ND! as long as (1) the daily intake level recommended or suggested
in the labeling of the new supplement will be equal to or less than that specified in your prior ND! notIfication, (2) the new supplement
does not have other dietary ingredients that were not Included In your original ND! notification, (3) the target populations (e.g., chIldren
or pregnant or lactating women) are the same or a subset of the target populations specified in your origInal notification, (4) all other
conditions of use are the same as or more restrlctWe (e.g., fewer intended uses, shorter duration of use) than the conditions of use
described In your prior ND! notification, and (5) FDA did not express safety or other concerns in response to your prior ND! notification.

2. If another manufacturer or dIstributor has already submitted a notificatIon for a particular NDZ. and I Intend to market a
dietary supplement containing the same ND!, should I also submit a ND! notification?

Yes. Section 413(a)(2) of the FD&C Act (21 U.S.C. 350b(a)(2)) makes dear that any dIetary supplement that contains a ND! is deemed
adulterated unless the manufecturer or distributor of the dIetary ingredient or the dietary supplement submits a ND! notification at least
75 days before Introducing it into Interstate commerce. The statute places the obligation for submItting the notification on each
manufacturer or distributor. The original notifier conducted Its safety evaluation based on the characteristi~ and intended use of the
specific product under review including the composition and labeling of the dietary supplement that the notifier was proposing to
market. Any other manufacturer or distributor who wishes to market its own dietary supplement contaIning the same ND! should submit
a ND! notification to FDA explaining Its own basis for concluding that this new product containing the ND! will reasonably expected to be
safe” under the condItions recommended or suggested In the new product’s labeling. Manufacturing processes and specifications needed
to establish the identity of a ND! are usually trade secrets that are not available in the ND! docket. Tt should be noted that the original
notifier is under no obligation to share with other manufacturers and distributors any trade secrets or confidential commercial
information that were part of the basis for a safety conclusIon for the original notifier’s product.

3. Should I notify FDA about a microbial Ingredient in my dietary supplement?

Yes, if it Is a ND! 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 (21 U.S.C. 350b(a)(1)). However, not all bacterial microorganisms are dietary Ingredients, and a microorganIsm that
is not a dietary ingredient cannot be a ND!. For example, pathogenic species of bacteria, such as Salmonella species or £ coil, are not
dietary Ingredients even though they may have been inadvertently present In foods as contamInants. Bacteria that have never been
consumed as food are unlikely to be dietary Ingredients. A bacterial microorganism is a dietary ingredient If it Is a dietary substance (an
intentional constituent of food) or otherwise falls within one of the dietary ingredient categories listed in 21 U.S.C. 321(ffl(1). For
example, bacteria that are used to produce fermented foods that are eaten without a cooking or pasteurization step (e.g., lactic add
bacteria used to produce cheese or yogurt) could be “dietary substances for use by man to supplement the diet by Increasing the total
dietary Intake,” which are defined as dietary ingredients In section 20t(ff)(1)(E) of the FD&C Act (21 U.S.C. 32t(fQ(t)(Efl. FDA does not
have a separate regulatory category or definition for dietary ingredients consisting of live or viable microorganisms.

4. Can you provide a visual aids to help me decide whether I should submit a ND! notificatlen?

Yes. The following tabie illustrates when a ND! notification Is required and whether the supplement is governed by the ND! adulteration
standard. In addition, AppendIx A has a decision tree to walk you through the steps of deciding whether to submit a NDI notification.

Definition of New DIetary Ingredient (ND!), Requirement for ND! Notification and ApplicabIlity of ND! Adulteration Standard

New Dietary Ingredient (ND!) ND! notification required? ND! adulteration standardtfl)
. ... applies?

A dietary ingredient that was marketed in
the US. before October 15, 1994 No No No

A dietary ingredient that was NOT marketed
in the U.S. before October 15, 1994 AND
was present In the food supply as an article ~‘es See a) or b) Yes
used for food which has

a) not been chemically altered Yes No Yes

b) been chemically altered Yes Yes Yes

A dietary ingredient that was NOT marketed
in the U.S. before October15, 1994 AND
was NOT present In the food supply as an Yes Yes Yes
article used for foOd.

D. Additional Issues to Consider Before SubmItting a ND! Notification

1. Can a contaminant that is found In the food supply be a dietary Ingredient?
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No. Aithough most constituents of conventional foods In the food supply would be ‘dietary substances’ that could be used as dietary
ingredients under section 201(fq(1)(E) of the FD&C Act (21 U.S.C. 321( )(lflE)), contaminants are different from other food
constituents. A contaminant of food (like Salmonella or lead) is not a dietary substance that qualifies for use as a dietary ingredient in a
dietary supplement product even If it Is not poisonous (e.g., sterilized Salmonella) because contamInants are not Intended for Ingestion,
nor are they considered to be food or part of the food supply. Contaminants are consumed unintentionally and are not ‘dietary substance
[sJ for use by man to supplement the diet by increasing the total dietary intake’ (21 U.S.C. 321(ffflt)(E)).

2. Is a synthetic copy of a constituent or extract of an herb or other botanical a dietary Ingredient?

No. A synthetic copy of a constituent of a botanical was never part of the botanical and thus cannot be a ‘constituent’ of the botanical
that quahfles as a dietary ingredient under section 201(ff)(1)(F) of the FD&C Act (21 U.S.C. 321(ffXl)(Ffl.LZ3J Similarly, a synthetic
version of a botanfcal extract is not an “exb-act’ of a botanical under section 201(ffHl)(F) because it was not actually extracted from the
botanical.

3. Are food contact substances and other Indirect food additives dietary ingredients?

Not usually. Although food contact substances and other indirect food additives may be present in the food supply because they migrate
into certain foods from packaging or other articles that contact the food, their presence in these foods is merely incidental. An indirect
food additive Is not a ‘dietary substance for use by man to supplement the diet by increasing the total dietary intake’ (21 U.S.C. 321(ff)
(1)(E)) because it is not consumed as a component of the diet, but merely as a byproduct of Its use in articles that contact food.
However, if an indirect food additive fails under one of the other dietary Ingredient categories listed In section 201(lfl(t) of the FD&C
Act, It could be a dietary ingredient.

4. If! alter the chemical structure of a dietary Ingredient, Is the new substance still a dietary Ingredient?

It depends. Altering the chemical structure of a dietary ingredient (e.g., creation of new stereoisomers, addition of new chemical groups
as In esterificatlon) creates a new substance that is different from the original dietary ingredient. The new substance is not considered to
be a dIetary ingredient merely because it has been altered from a substance that is a dietary ingredient and therefore is in some way
related to the dietary ingredient; however, In rare instances, the new substance may Independently qualify for one of the dietary
ingredient categories listed In sectIon 201(ff)(1) of the FD&C Act. For example, taurine is the end product of the metabolism of the
amino acid cysteine. It is thus a metabolite of an amino acid and fits one of the definitions of a dietary Ingredient (see 21 U.S.C. 321 (if)
(1)(D), (F)). The enzymatic or synthetic processing of cysteine or any other dietary ingredient would be an appropriate method for the
manufacture of a metabolite of a dietary ingredient like taurine for use in a dietary supplement.

S. In what forms may a dietary supplement containing my ND! be sold?

The FD&C Act specifically provides for dietary supplements to be in tablet, capsule, powder, softgei, gelcap, or liquid form (21 U.S.C. 321
(ffX2)(A)(l), 350(c)(1)(B)(ifl. In addition, the statute permits dietary supplements in other forms as long as the product Is intended for
ingestion, Is not represented as conventional food, and is not represented for use as a sole item of a meal or of the diet (21 U.S.C. 321
(ff)(2), 350(c)(1)(8)(li)).

6. When FDA reviews a ND! notification, does the agency consider whether th. prohibition In sectIon 301(11) applies to the
use of tile ND! in a dietary supplement?

No. Section 301(11) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 331(11)) prohibits the ntroductlon or delivery For Introduction
into interstate commerce of any food that contains a drug approved under 21 U.S.C. 355, a biological product licensed under 42 U.S.C.
262, or a drug or a biological product for which substantial dinlcal Investigations have been instituted and their existence made public,
unless one of the exemptions in section 301(li)(1)-(4) applies, When reviewing ND! notifications, FDNs current practice is not to
consider whether section 301(11) or any of Its exemptions apply to the ND!. Accordingly, a no objection” response to a ND! notification
should not be construed to be a statement that a dietary supplement containing a ND!, if introduced or delivered for Introduction Into
interstate commerce, would not violate section 301(11).

7. Can an ingredient that has not been marketed as a food eras a dietary supplement, but has been approved as a new drug
or licensed as a biologic, be used as a ND! in a dietary supplement?

No, unless FDA issues a regulation, after notice and comment, finding that the ingredIent, when used as or in a dietary supplement,
would be lawful under the Act. A regulation of this type may be requested by filing a citizen petition under 21 0R 10.30, but none has
been Issued to date. Absent such a regulation, an Ingredient that has been approved as a new drug or licensed as a biologic can be a
dietary ingredient for use In a dietary supplement If, and only if, prior to such approval or licensing, the ingredient was marketed as a
dietary supplement or as a food.

8. Can I use an Ingredient In a dietary supplement Wit has been clinically tested as a drug but has not been approved as a
drug in the U.S.?

It depends on whether the Ingredient was authorized for investigation in clinical trials under an investIgational new drug application
(TND), whether the date the IND went into effect was before or after the date the ingredient was first marketed as a food or as a dietary
supplement, whether the clinical trials were ‘substantial clinical Investigations,’ and whether their existence was made public. The
general nile is that an article that has been authorized for investigation as a new drug or as a biologic before being marketed as a food
or as a dietary supplement cannot be marketed as a dietary supplement if substantial clinical investigations of the article have begun
and the existence of such investigations has been made public. FDA can create an exception to this prohibition by regulation, but only if
the agency finds that the use of the article In dietary supplements would be lawful. To date, no such regulations have been issued. The
appropriate mechanism to request such a regulation is to file a citizen petition under 21 CFR 10.30.

9. How do I determine whether a dietary Ingredient is an article that Is approved or authorized for Investigation as a new
drug?

Either an entire product or a component of the product, such as an actIve ingredient, may be ‘an article that is approved as a new drug’
or an article ‘authorized for Investigation as a new drug’ within the meaning of section 201(ff)(3)(B) of the FD&C Act (21 U.S.C. 321Q1)
(3)(B)).i141 For example, assume that Substance A, which isa constituent of a plant and has never been marketed as an article of food
or as a dietary supplement, is a botanical dietary ingredient under section 201(fffll)(C) of the FtI&C Act. A drug company is studying a
salt of Substance A, “Substance A hydrochloride,’ as an Investigational new drug under an IND. In this situation, the relevant article for
purposes of whether Substance A can be used in a dietary supplement Is not Substance A hydrochloride, but Substance A itself, because
Substance A is the active moiety[’9that Is being studied for its possible therapeutic action. Any compound that delivers Substance A s
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excluded from being used In a dietary supplementjl5l

10. Can a dIetary ingredient that was authorized for invesilgatlon as a new drug in the past become a MDI If the IND was
wlthdrawnor the ingredient Is no longer being studied?

It depends on the facts of the particular situation (see answer to IVD.8 above), but withdrawal of the IND and cessation of clinical trials
of the ingredient make no difference in whether the ingredient may be used in a dietary supplement. The dietary supplement category
does not Include an artide authorized for investigation as a new drug or biologic for which substantial clinical Investigations have been
Instituted and for which the existence of such investigations has been made pubiic, which was not before such authorization marketed as
a dietary supplement or as a food, unless FDA has issued a regulation finding that the article would be lawful under the Act (21 U.S.C.
321(fffl(3)(B)(ii)), ‘Authorized for Investigation” means that the artide is the subject of an 1ND that has gone into effect (see 21 CFR
312.40).

11. Can I manufacture and sell a dIetary supplement containing a dietary Ingredient that was marketed as a toad or dietary
supplement before it was approved as a drug, licensed as a biologic, or authorized hr investigation under an INO?

Yes, In this situation the dietary Ingredient may be used in dietary supplements. In considering whether a substance has been ‘marketed
as a dietary supplement or as a food,” FDA looks for evidence of one of the following:

1. Evidence that the substance itself was sold or offered for sale in the U.S. as a dietary supplement, dietary ingredient for use In
dietary supplements, or conventional food. For example, a catalog listing a product identified as a “Substance A supplement”
would estabish the marketing of Substance A as a dietary suppiement. Similarly, business records documenting that a
substance was offered for sale or sold as an Ingredient for use in manufacturing a conventlonai food would establish the
marketing of the substance as a food.

2. EvIdence that the substance was a component of a food or dietary suppiement that was soid or offered for saie in the U.S., and
that a manufacturer or dIstributor of the food or dietary supplement marketed it for the content of the substance by, for
exampie, making claims about the substance or otherwise highlighting its presence in the product.(’7~ For example, in
Pharmanex V. Sham/a, the firm marketed lovastatin, a component of its red yeast rice product Cholestin, by promoting the
iovastatln content of Choiestln.Ilal Merely showing that the substance was present in a food as a component would not be
enough to show that the substance was “marketed,’ however.

Return to top

V. NDI Notification Procedures and Timeframes
A. Procedure for Submitting a ND! notificadon

1. Who I. required to submit a ND! notification?

Either the manufacturer or distributor of a dietary supplement that contains a ND!, or the manufacturer or distributor of the ND!, must
notify FDA at least 75 days before the dietary suppiement containing the NOT is marketed in the U.S., unless the ND! has been present
in the food supply as an article used for food In a form in which the food has not been chemically aitered (21 U.S.C. 350b{a); 21 CFR
190.6(a)). Aithough FDA does review notifications from manufacturers or distributors of NDIs, notifications from Ingredient
manufacturers do not eliminate the requirement for a notification from the manufacturer or distributor of the dietary supplement In
which the NO! will be used unless the prior notification for the ND! (1) included a description of the dietary sunrtanent wIth the
information required by 21 CFR 190.6(b), and (2) provided the history of use or other evidence of safety on the basis of which the
notifier conduded that the dietav suoniement would reasonably be expected to be safe under its labeled conditions of use.

2. What should be Included In a ND! notification and how should it be presented?

The required elements of a ND! notification are listed in 21 CFR 190.6(b). FDA’s recommendations for additional information to include
are provided in the template below.

The ND! notification shouid be well organized to facilitate an efficient and timely FDA review. FDA recommends that the notification be
organized by sections, with continuous and consecutive pagination throughout the notIfication. Each subject area should begin with a
new page to facliltate division of the notification among reviewers. The page number should appear in the same generai location on
every page.
If you would prefer to use a form to subm t your notification, Appendix B of this guidance contains a non-flliable sample of the flllabie
PDF form that you can use. Appendix B also contains a link to the fiiiabie version of the PDF form. The form provides a checklist of the
Information FDA finds most useftul In evaluating notifications and organIzes the information in a format consistent with the agency’s
current electronic review system. Although the format of the form and template differ slightly, either will help you produce a weil
organized notification that meets FDA’s content recommendations

Recommended Terrrolate for Oroanlzt.o a ND! Notification

I. Cover Lester

Consumer Safety Officer
Office of Nutrition, Labeling and Dietary Supplements (HFS-810)
Center for Food Safety and Applied Nutrition
Food and Drug Administration
Department of Health and Human Services
5100 PaInt Branch Parkway
College Park, MD 20740

DEAR SIR OR MADAM:
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The undersigned, ____________, (Name of the primary contact person designated by the manufacturer or distributor that Is
wbmltting the notification) submits this Nm notification under section 413(a)(2) of the Federal rood, Drug, and Cosmetic Act
with respect to _________________________________(Name of the dietary supplement containing the new dietary
ingredient), which contains the following new dietary Ingredient: _______________________________________

(For herbs and other botanicals, the name should Include the Latin bInomial name,
including the author citation.)

Additional information necessary to uniquely characterize the new dietary ingredient:

If the new dietary Ingredient Is a botanical or Is derived horn a botanical, the plant part of the botanical that is the
source of the new dietary Ingredient should be Indicated.

Examples of information sufficient to uniquely characterize a new dietary ingredient that isa single molecular entity
could include the common or usual name of the molecular entIty, the chemical identity, the chemical structural
formula as noted in ChemIDPlus Advanced~ PubChem, or International Union of Mire end Applied ChemIstry (IUPAC),
and the Chemical Abstracts Service (C4S) registry number (If available).

NDIs consisting of more than one molecule should be described In a way that accrnately communicates the basic
nature of the Ingredient and its characterIzing Ingredients or components~ Examples:

• Bacteria should be described by Latin binomial name and stnln designation.

• Unusual forms of botanlcals should be Identified (ag., immature apples or mailed barley.)

• If a botanical is grown or cultured to Incorporate an unusual constituent (e.g., selenium yeast), that fact should
be disclosed.

a lithe ND! was the subfect of a previous ND! notification submitted by you or by the manufacturer or distributor from
which you obtain the NDI, please Include the docket report number~ which you can find In FDA’s letter responding to
the notification.

(Signature of the contact person designated by the manufacturer or distributor of the dietary supplement that contains the new
dietary Ingredient) (This signature is required by 21 CFl~ 190.6 and shouid be the primary contact, I.e., the person who
represents the notifier in any discussions with FDA and who designates any additional contact persons in the notification or In
subsequent correspondence. I

Primary Contact:

(Typed or printed name, title, address, telephone number and, if available, email address and facsimile number of the primary
contact person.)

Additional Contacts:

(Typed or printed name, title, address, telephone number and, if avaIlable, email address and facsimile number cv’ each
additional contact person.)

Contact persons can be agents, employees, officers, consultants or attorneys.

I!. Table of Contents

The table of contents should consist of a listing of the sections of the notification in the order In which they appear, along with
the beginning page number of each section. Each section of the notification should begin with a new page.

UI. Body of the Notification

A. Ad,nlnistratlve

1. Description of the ND!, the dietary supplement containing the ND!, and the conditions of use of the dietary
supplement (see question Vl.A.19).

2. identification of information believed to be trade secret or confidential commercial information, including the
basis for identifying the information as such (see question V.B.16)

3. Safety Narrative for the dietary supplement (see question VLC3)

8. Attachments used to establish Identity

(Provide only the information that identifies your ND! and dietary supplement Do not provide efficacy data unless it Is
Included in references that also provide identIty Information.1

1. Detailed description of the Identity of the new dietary ingredIent and the dietary supplement.

2. Manufacturing methods and practices to establish Identity and safety

3. SpecIfications to identify dietary ingredients, other ingredients, and contaminants, including the anaiytl
methods used to establish each.

4. IdentIty References

This subsection should contain reprints or photocopies of the thY text of all published and unpublished identity
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references that have not already been Included In other subsections of the identity section.

C. Safety and Toxicology Attachments

[Provide only the infonnatlon that formed the basis for your conclusion that the dietary supplement containing the
new dietary inçredient is reasonably expected to be safe. Do not provide efficacy data unless It is Included in studies
that also provided safety information.)

1. ComprehensIve Safety Profile for the ND! (see question vI.C.2).

2. Toxicology Studies

3. Human Studies

4. Other Studies

5. HIstory of Use

6. Other Evidence of Safety

7. Other Safety and Toidcology References
ThIs subsection should contaIn reprln~ or photocopIes of the full text of all publIshed and unpublished safety
and toxicology references that have not already been included In other subsections of the Safety and
Toxicology section.

IV. Complete List of References

3. How should the notificatIon describe the NDI?

Your notification should include (1) a statement that indicates what category of dietary Ingredient, as defined In section 201(ff)(1)(A)-(F)
of the FD&C Act, describes the ND!, and that explains the basis for this conclusion; (2) a description of the manufacturing process used
to make the ND!, including process controls; (3) a description of the physical properties and chemical composItion of the ND!; (4) a
specification sheet that describes the critical safety attributes of the ND!, Including the purity and strength of the NDI and the levels and
Identities of any impurities and contaminants. See section V1.A for further information.

4. How should the notification describe the dIetary supplement in which the ND! will be used?

The notification should contain a description of the dietary supplement in which the NOt will be used, including (1) the level of the ND! in
the dietary supplement; (2) the Identity and level of any other dietary ingredients and non-dietary Ingredients (e.g., excipients and
fillers) In the dietary supplement; (3) a description of the manufacturing process of the dietary supplement, indudlng process controls;
(4) a specification sheet for the dietary supplement that describes its critical safety attributes; (5) the conditions of use recommended or
suggested In the labeling of the dietary supplement, or If no conditions of use are recommended or suggested in the labeling of the
dietary supplement, a discussion of the ordinary conditions of use of the dietary supplement. The conditions of use should indude the
serving form (e.g., tablet, capsule, powder, etc.), serving size (e.g., weight or volumetric measure), number of servings per day, serving
instructions, duration of use, target population, and excluded populations (if any). For purposes of review, the highest described serving
size and number of servings with a duration of daily lifetime use by all age groups and other populations will be assumed, unless the
notification specifies otherwise.

5. What Information should iNt be In the ND! notification?

The notification should only contain data or Information, as described In the safety narrative or comprehensive safety profile, that helps
provide a basis for the safety of the ND! or the dietary supplement In which the ND! will be used. It should not contain general or
extraneous Information. For example, data or Information that Is used primarily to substantiate a claim about the elficacy of the
ingredient or supplement is not useful unless it also contains information that pertains to safety. in addition, the requirement to notify
FDA within 30 days after marketing a supplement with a labeling claIm described In section 403(rX6) of the FD&C Act (21 U.S.C. 343(r)
(6)) cannot be met by submitting the required Information In a pre-market ND! notification.E19] Published review articles and
publications and websites that promote other products should not be Included unless the information in the articles or websltes can be
specifically linked to the ND! or dietary supplement that Is the subject of the notification.

6. Should I explain how the Information In the notification provides a basis to conclude that the dietary supplement In which
the ND! will be used wlU reasonably be expected to be safe?

Your notification should include a dietary supplement Safety Narrative containing your objective evaluation of the history of use or other
evidence of safety cited In the notification, along with an explanation of how the evidence of safety provides a basis to conclude that the
dietary supplement containing the new dietary Ingredient, when used under the conditions described In the notification, will reasonably
be expected to be safe. See question vLC.3 for further InformatIon.

7. Does FDA have a form for ND! notifications, and, If so, do I have to use It?

Yes, Appendix S of this guidance contains a ND! notification form in PDF format, but use of the form Is not required. FDA recommends
the use of the form because It provides a checklist of the Information FDA finds most useful in evaluating notifications and organizes the
information n a format consistent with the agency’s current electronic review system.

At the present time, FDA Is not able to accept ND! notifications electronIcally, but we are making plans to convert to an electronIc
submission system for NDI notifications. If you use the ND! notification form in Appendix 8, you can fill it out on your computer, but you
must then print It out and mail it or delIver it to FDA along with your references and other attachments (21 CFR t90.6(a)).

The format of the ND! notification form is slightly different from the format described in the template In question V.A.2, above. For
example, the form functions as a table of contents for the notification and contains tillable fields for conditions of use and contact
information. EIther format will help you produce a well-organized notification that meets FDAs content recommendations.

8. When should a ND! notification be submitted?
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You must submit your ND! notification at least 75 days before you Introduce or deliver for Introduction into interstate corlunerce a
dietary supplement that contains a ND! for which a notification is required (i.e., a NOT that has not been present In the food supply as an
article used for food In a form In which the food has not beenchemicaiIy altered) (21 U.S.C. 350b(a); 21 JR 190.6(a)).

9. How many copies of a ND! notification should be submitted?

You should submit an original and one copy of the NDI notification. Although the regulation requires two copies to be submItted (see 21
CFR 190.6(a)), FDA no longer needs the second copy and does not intend to enforce that part of the requirement. The original must be a
paper document, as the regulation does not provide for eiectronic submissions. For the required copy, FDA accepts either paper or an
exact copy of the original scanned into an electronic file in POF format on a CD-ROM dIsk.

10. Where should a ND! notification be submitted?

Submit your ND! notification to: Consumer Safety Officer1 Office of Nutrition, Labeling end Dietary Supplements (HFS-B1O), Center for
Food Safety and Applied Nutrition, Food and Drug Administration, 5100 Paint Branch Pkwy., College Park, MD 20740.

1.1. How should pubiisfled literature and other scientific information cited in the notification be lIsted?

The notification should Include a table of contents with a reference section at the end of the notification (see suggested table of contents
format In question V_4.2). The reference section should list all studies and publications cited in the notification, including reference
numbers or descriptors used to ate each study or pubilcation in the body of the notification. The list of references should include
unpublished work as well as publications.

12. How shouid unpublished scientific work be described?

The more complete the description of the data and methods In an unpublished study report, the more easty FDA reviewers will be able
to evaluate whether the data support the safe use of the dietary supplement containing the NDI. Abstracts or cursory summaries of data
(e.g., a 90-day study In 5 rats failed to show any toxicity’) do not provide enough detail to be useful as a basis for a safety
determination.

13. Do I have to provide copies of publications cited In the notification to FDA?

Yes. All references to published Information offered in support of the notification must be accompanied by reprints or photocopies of
such references (21 CFR 190.6(b)(4)). You should not submit only the abstract or bibliographic citation of any publication or other
materlai with your notification; instead, submit a photocopy or reprint of the Mi text. Do not submit abstracts that are the only
published report of a scholarly or scientific work (21 CPR 190.6(b)(4)). Because abstracts do not contain sufficient Information to judge
the reliability of the sdentlfic conclusions drawn in the study and generally do not undergo the rigorous review and editing used to
evaluate other publications, they do not provide data that are useful in evaluating the safety of a ND!.

14. May I use material published in languages other than English to support the safe use of my ND!?

Yes, material written in a foreign language may be used as part of the basis for a conclusion that the ND! will reasonabiy be expected to
be safe under the conditions of Its intended use in the dietary supplement; however, the material must be accompanied by an accurate
and complete English translation (21 CFR 190.6(b)(4)).

15. Shouid raw data be provided?

The level of detail that should be provided (raw data vs. summary) depends on how important the data in question are to the conclusion
of safety and also whether the data suggest a safety problem. The more critical the data are to the overall evaluation, the more detail is
needed. Data summaries (e.g. a table containing the average value and range or standard deviation for each parameter measured in a
safety study or the peaks in a spectrum or chrornatogram) are usually sufficient uniess the data suggest that some values are outside of
the acceptable range, In which case the individual values (raw data) should be provided. During review of the notification, FDA may
request submission of raw data or other additional Information. If the additional information Is a substantial amendment FDA will reset
the filing date and start a new 75-day revIew period.

16. How should! Identify Information that I believe Is trade secret or confidential commercial information?

As provided for in 21 U.S.C. 350b(a)(2) and 21 CFR 190.6(e), after the 90th day after the filing date of the notification, all information In
the notification will be placed on public display, except for any information that is trade secret or confidential commercial information
(CCI).

FDA recommends that you clearly identify any Information in the notification that you believe is trade secretor CCI — either by marking
the infonnation where it appears In the notification or identifying this information in a separate document that accompanies the
notification -. and that you provide an explanation for the basis for this belief. Likewise, if you believe there Is no trade secret or CCI
contained In the notification, FDA requests that you state this in your notification.

Trade secret information is any commercially valuable plan, formula, process, or device that is used for the making, preparing,
compounding, or processing of trade commodities and that can be said to be the end product of either innovation or substantial effort.
There must be a direct relationship between the trade secret and the productive process; for example, information relating to the
manufacturing process (21 CFR 20.61(a)). Examples of trade secret information might include manufacturing methods and the product
composition (if different from what is declared on the label), product specifications needed to protect proprietary composition
information (including proprietary analytical methods used to evaluate the product), and certificates of analysis.

Confidential commercial Information covers Information that is related to a business or trade and is “confidentiar (21 CFR 20.61(b)). In
the case of information that FDA requires to be submitted, such as a ND! notification, the Information is confidential’ if its disclosure is
likely to cause substantial harm to the competitive position of the submitter.[201 Examples of confidential commercial Information might
Include sales staUstica, dollar volume, amount or source of Income (e.g., a company’s list of customers), profits or losses, expenditures
(of any person, finn, partnership, corporation or association), name of suppliers or subcontractors, or brand of equipment.

FDA believes that the following data and information contained In a notification are generally not trade secrets or CCI, and therefore
would be available for public disclosure after the 90th day after receipt of the notification by FDA:
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1. (1) Information about the history of use or other safety Information related to the dietary Ing~-edie.it, including both published
and unpublished studies.

2. (2) All correspondence and written summaries of oral discussions relating to the notification, except specific Information that is
exempt for disdosure under 21 CFR 20.61.

17. What signature and contact Information should I provide?

The signature of the person designated by the notifier Is required by 21 CF~ 190.6(b)(5). This person should be the primary contact,
who represents the notifier in any discussions with FDA and who designates any additional contact persons in the notification or in
subsequent correspondence. The typed or printed name, title, address, telephone number and, If available, email address and facsimile
number of the primary contact person shouid be listed at the end of the cover letter that accompanies the notification (see suggested
notification format in question V.A.2) so that FDA can reach him or her when necessary. The typed or printed name, title, address,
telephone number and, F available, ema I address and facsimile numbers of additional contact persons for the notification should be
listed after the contact Information for the primary contact. Contact persons can be agents, employees, officers, consultants or attorneys
for the notifier

B. What Happens After a ND! Notification Is Submitted?

1. When isa ND! notification considered to be flied?

The date when FDA receives a complete notification is the date of filing. A complete notification is a notification that contains all the
information required by 21 CFR 190.6. The date of filing Is the start of the 75-day premaricet review period during which a dietary
supplement product containing the ND! that Is the subject of the notification may not be marketed (21 U.S.C. 350b(a)(2); 21 CFR 190.6
(c)). if the notification does not meet the requirements of?! CFR 190.6, a member of FDAs New Dietary ingredient Review Team will
contact the notifier to detennine how long It will take for the notifier to provide the missing Information. If the notifier can provide the
information within 14 dap, FDA will file the notification upon receipt of the missing information. If the notifier cannot provide the
missing information within 14 days, FDA wIli consider the notification Incomplete and will mall a letter so informing the notifier. Upon
request, members of the New Dietary Ingredient Review Team will provide guidance on how to produce a notification that meets the
requirements of 21 CFR 190.6.

2. what are examples of omissions that cause a notIfication to be incomplete?

An incomplete notification does not satisfy the notification requirement found in section 413(a)(2) of the FD&C Act (21 U.S.C. 350b(a)
(2)), and therefore, if the dietary supplement containing the ND! is marketed, it is deemed to be adulterated under section 402(f) of the
FD&C Act (21 U.S.C. 342(f)) unless the notifier has amended the notification to supply the n~sslng information at least 75 days before
the dietary supplement is introduced or delivered for introductIon into interstate commerce (21 U.S.C. 3Sob(a)). FDA does not evaluate
safety or identity information in incomplete ND! notifications. The following are examples of omissions that make a notification
Incomplete:

• Material in a language other than English that is either not translated or is translated inaccurately.

• Citations to published literature for which a full copy of the publication is not provided.

• A notification that Is not signed or contact Information that is Inaccurate and does not permit FDA to establish contact with the
notifier.

• Receipt of a copy of the notification that is not a duplicate of the original.

3. what type of response may! expect to receive from FDA and when?

Within 75 days after FDA flies your notification, you may expect a letter acknowledging receipt of the notIfication and stating the date on
which the notification was filed. Examples of the types of response ietters FDA commonly sends include, but are not limited to: (1) letter
of acknowledgement without objectIon; (2) letter listing deficiencies that make the notification incompiete under?! CFR 190.6; (3)
objection letter raising safety concerns based on information in the notification or identifying gaps in the history of use or other evidence
of safety; and (4) letter raising other regulatory issues with the NDI or dietary supplement (e.g., the ND! is not a dietary ingredient
under 21 U.S.C. 321(ffl(1), or the product Is excluded from the definition of ‘dietary supplement’ under 21 U.S.C. 321(fff)(2) because it
is not intended for ingestion). The letter may contain information about the agency’s review of your notification, and It may ask you to
submit additional information if your notification is incomplete or raises safety questions. The letter also contains a report number which
identifies the notification in the FDA docket If you provide FDA with a facsimile number in your notification, FDA wiil send a facsimile of
the response letter to that number on the day that the response letter Is mailed.

Return to top

VI. What to Include in a NDI Notification
A. Identity Information About the ND! and the Dietary Supplement

1. What Is the purpose of Including Information about the Identity of the ND! and the dIetary supplement containing the ND!
In a notification?

The purpose of including identity information in the notification Is to establish what the ND! is, including the category of dietary
Ingredient in section 201(ff)(1) of the FD&C Act (21 U.S.C. 321(fffll)) to which It belongs; to identify the other Ingredients and
components of the dietary supplement; and to provide the basis for FDA to evaluate the qualitative and quantitative relationship
between the ingredients in the dietary supplement and tile substances that are described In the history of use or other evidence of
safety provided in your notification. Without this information, FDA cannot evaluate whether there Is a history of use or other evidence
establishing that the dietary supplement containing the ND! wi I reasonably be expected to be safe under your proposed conditions of
use.

2. what types of Identity information should I Include in my ND! notification?
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You should describe the manufacturing process, the Øhyslcal and chemical composition of the ND!, cOntr9is for batch-to-batch variability,
as well as the Identity and level of any impurities and contamInants that may be in the ND!. FDA recommends that you establish identity
specifications for the ND! and for those components of the ND! or dietary supplement that are relevant to establishing the basis for the
safety of the dietary supplement. You should describe these specifications In your notification as recommended In question VI.A.4, below.

3. How much detail should my description of the manufacturIng process contain?

The description should have sufficient detail to enable FDA to understand the overall process used to make the ND! and the dietary
supplement, you should identify any points in the process that you know to be relevant to the safety of the dietary supplement. Detailed
descriptions of manufacturing can be limited to those portions relevant to safety, if they can be Identified. For example, you might
establish a specification to limit mold contamination of a component used to make your NOT (e.g., afiatoxin in corn). You might also use
a specification for the temperature of a key extraction step to prevent formation of a toxic byproduct and/or a specification for that
byproduct In an analysis of an interim material or of the final product. You may describe the entire process and all specifications or select
only those that are relevant to the identity and safety Information that provides the basis for the safety of your ND!.

4. What Is a specification?

A specification isa set of standards developed by the manufacturer or distributor of a material (e.g., a NOT or a dietary supplement).
The specification Includes standards for each of the components of the material, and for the material as a whole. For the purpose of a
ND! notificatIon, the specification should indude critical safety attributes, and may omit attributes not relevant to safety or identity. The
specification sheet should provIde a list of tests, the acceptance criteria for each test, and analytical methods used to support the
acceptance criteria. Acceptance crIteria are numerical limits, ranges, or other criteria for the tests described. They are used to determine
whether to accept or reject the ingredient or product being analy2ed. Acceptance criteria should be explicit, rather than vague.

The description of the analytical methods should Include a detaIled set of directions that must be followed exactly for the results to be
accepted for the stated purpose. The directions should cover all steps from preparation of the test sample to reporting the results of the
analysis. The description of the method should be complete, whether It is proprietary or Included as a publication. Details of the method,
such as a description of the chromatogrephlc column, solvent elution conditions, and the source and authenticity of any reference
standards, are integral to understanding how a method Is used to identify the analyte.

A vague acceptance criterion Is rarely useftii. For example, it is not informative to say that a chromatogram or a spectrum “matches the
reference sample’ unless every peak matches (both height and location) or there Is a description of which peak or peaks match and how
they match (e.g. description of the acceptable variation in peak retention time and peak height or area under curve). The use of
“fingerprint” analysis of complex spectra or chromatography of mixtures containing many ingredients does not require knowledge of the
Identity of all or even any of the peaks, but does require matching sufficient numbers of peaks across the entire spectrum or
chromatogram to assure the validity of the test result. Components that are known to be toxic can be identified by a single acceptance
criterion (e.g. “less than’), but acceptance criteria for other components should be expressed as a range. The source and authenticIty of
analytical standards should also be documented.

5. What specifications for my process and ingredients should I include in the notification?

As a manufacturer or distributor of a dietary supplement, you must establish specifications for the components of your product,
Including:

• an Identity specification for each component;

• component specifications necessary to ensure that specifications for the purity, strength and composition of dietary
supplements manufactured using the components are met; and

• limits on the types of contamination that may adulterate or may lead to adulteration of the finished product (21 CFR 111.70).

You should describe in your notification those specifications that are relevant to the identity of the ND! and to the safe consumption of
your dietary supplement product. You should also list and explain the role of those specifications that establish the identity of the ND!
and are relevant to the safe use of your dietary supplement, including how you arrived at the criteria for acceptance or rejection based
on the results of each test in the specification. This might include specifications for starting materials used to make your ND!, process
controls during manufacturing, or interim or Anal product specifications for the ND! or the dietary supplement. You should describe the
controls in place to maintain the strength, composition and purity of the ND! throughout the shelf life of the product. If you rely on
history of use or other evidence of safety for materials other than your NDI, you should explain, based on the manufacturing method
and specifications for your ND!, the qualitative and quantitative relationship between your ND! and the materlais used to demonstrate
safety. For exampie, If your ND! is a mixture of polyphenolic compounds extracted from grapes, you might use Information such as
quantitative HPLC analyses to relate the quantity of those compounds in a serving of your ingredient to the quantity in a serving of
unprocessed grapes or grape juice.

Table 1. An Example of a Specification Sheet or Tabie for a Dietary Ingredient

Anaiytlcal Method (Referenced Method orTest Acceptance criteria In-House Method Name)

Appearance: Color/physical state White to off white/powder visual, R~01545~

Dietary Ingredient Identity Matches reference standard i-IPLC, R-020301

Dietary ingredient assay a ± b mg/capsuie I’IPtC, R-o20301
No more than (NM13 0.5% of total peak area HPLC, R-02o3o~Related substances: Total related substances of the dietary Ingredient

Microbial limits, if applicabie: Total Aerobic Microbial
Count Staphylococcus aureus Pseudonomas NMT 100 CFU/g Absent Absent lISP <6t>
aeruginosa

Apparent pH, 25°C (if appilcabie) 4,5 to 5.5 USP <791> or in house method
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Residual solvent, e.g., tthanol, acetone, hexane.2 NMT specified limit in ppm GC, R-019011

Heavy metals NMT 20 ppm LiSP 30<231> Method II

i In-house analytical methods, which must be described in sufficient detail In the NOl notification for FDA to evaluate them. Use of a method published by
an authoritative source (such as AOAC or USP) or desc,~ed In a peer reviewed journal (such as Journal of Chromatography) is also appropriate, as long as
a reprint or copy of the publication is provided).

2 Solvents that were used I the manufacturing process.

6. What additional Information should I submit if my Ingredient Is a discrete chemical entity (e.g., a vitamin, mineral, amino
acid, or a constituent or a metaboilte of another dietary ingredIent)?

You should provide sufficient information to uniquely characterize your Ingredient as a discrete molecular entity (or mixture of discrete
molecular entitles). Information that uniquely characterizes a single molecular entity should include the common or usual name of the
molecular entity, the molecular formula and formula weight, the structural formula (as noted, for example, In ChemlbPlusAdvanced,
PubChem, or International Union of Pure and Applied Chemistry (IUPAC)), and, if available, the Chemical Abstracts Service (CAS)
registry number. For example, if the substance exists as a configurational isomer (stereoisomer), such as an enantlomer, or a geometric
Isomer, the isomer in question should be specified and ch&acterized. For an enantiomer, the notification should include the conect
stereolsomerlc structure and the correct chemical name with the appropriate R or S desIgnations. Other systems of nomenclature (such
as 0 or I. for amino acids) are also appropriate as long as the name unambiguously identifies which Isomer(s) are present. For a
geometric isomer, the correct cis (Z) or trans (E) stereolsomerlc structure and the correct chemical name should be provided. In
addition, if the notification asserts that the NDI is a metabollte, you should document the basis for this assertion. For example, the
notification should cite evidence showing that the level of the ND! in the human body Increases with intake of a precursor constituent of
food. (See definition of ‘metabolite” in Section VII.)

Other relevant information mIght Include:

• SpecIfications for your raw materials (e.g., food grade), and evidence that your raw materials conform to the specifications.

• A detailed description of each step of the production process, Including

• Reaction conditions in the synthesis and purification process.

• The process and quality controls used in the manufacturing process; for example, temperature, time, pH, shIelding gas.
etc.

• Flow diagrams of the manufacturing process.

• ComposItion: Provide the identity and Quantity (Including units and any ranges) for each component.

• A description of how undesirable byproducts of manufacturing are removed. Undesirable byproducts Include unreacted
chemical reagents, reaction byproducts, and solvents like methanol or hexane.

7. What additional chemistry information should I submit If my Ingredient Is a salt?

You should describe the extent to which the salt will dissociate followIng ingestion, particularly if the history of use or other evidence of
safety describes forms of the Ingredient other than the salt that is the subject of the notification. Specific discussion of whether different
salt forms have different toxIc properties also should be included.

S. What additional chemistry Information should I submit If my ingredient Is a covalently modIfied derivative of a dietary
IngredIent?

Covalent modIfication alters the Identity of the ingredient. Examples include covalent bondIng of one dietary Ingredient to another or
exchanging a flinctional group (e.g. an alcohol) for another (e.g. an acid or an ester). The chemIcal structure of the new ingredient
should be described explicitly and clearly. Before submitting a NOl notification for the new ingredient, you should consIder whether it
qualifies as a dIetary ingredIent under one of the categories In section 201(ff)(1)(A)-(F) of the F0&C Act (21 U.S.C. 321(fffllj(A)-(F)). If
not, the new ingredient cannot be a ND! because it is not a dietary ingredient

9. What information should! submit if there is a history of use or other evidence of safety for a substanc, or product that I.
similar to, but not exactly the same as, my ND! or dietary supplement?

You should use chemical, microbiological, and botanical characterizations, as appropriate, to explain how the substance or product Is
similar to your NDI or dietary supplement and to provide a rationale for how the safety infonnation that is presented for the similar
substance or product is relevant to the safety of your ND! or dIetary supplement. Note that developing such a rationale requires
knowledge of the identity (e.g., composition and strength) of the related substances that were studIed or that have a history of safe use.
The discussion In the notification should include the scientific rationale that supports extrapolating conclusions from a safety evaluation
of the related substance or product to your N~ or dietary supplement. Otherwise, such evidence of safety may not provide a basis to
conclude that your NDI or product will reasonably be expected to be safe.

10. What additional Identity Infonnatlon ehould I submit If my product contains a mIxture at ingredients?

You should state the identity and level of each Ingredient in the dietary supplement, Including both dietary ingredIents and other
ingredients, such as those used for a technical or functional effect in the product, Indudlng binders, fillers, and color additives. You
should also describe how the combination of all the Ingredients In the mixture relates to the hIstory of safe use or other evidence of
safety of the dietary supplement in which the ND! will be used. The dIetary supplement Safety Narrative should address bioavailabillty of
the IngredIents as formulated, including use of any exclplents that affect bloavallability of any of the dietary Ingredients In the dietary
supplement.

11. What Identity Information should I submit if my NO! Is a botanical or is derived from a botanical?
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You must provide the Latin binomial name, including the author citation, for any ingredient that Is a botanical or derived from a botanical
(21 CFR 190.6(b)(2); see also 21 dR 101.4(h)). We recommend that you also specify the part of the plant from which the ingredient is
derived. You may, In addition, provide a common or usual name. for your botanical ingredient. The Latin binomial name should be in
accordance with internationally accepted rules on nomenclature, such as those found In the international Code of Botanical
Nomenclature (ICON). FDA recommends use of the most recent ed don of ICBNJ2’J

12. What information should! submit to describe a botanical ND! or a ND! derived from a botanical?

You should provide the following:

• Properly prepared and curated vouchers of the botanical source materiel;

• Conditions of propagation, if they involve deliberate manIpulation of propagation In a manner that is significantly different
than common plant propagation and breeding practices;

• GeographIc origin of cultivated or wild harvested plant material;

• Conditions of cultivation (e.g.. wild harvest, field, or greenhouse);

• Period during which the botanical Is cultivated and harvested (season or month and year); and

• Part of the plant from which the Ingredient is derived.

13. Should I describe the production methods tier my botanical ND!?

Yes. You should describe the production methods for your botanical ND! to the extent necessary to demonstrate that it is the same as or
similar to the botanical materials described In Information submitted as evidence of the safety of the ND!. Thus, cultivation of plants or
fungi In wild or standard conditions might not require extensive explanation. However, unusual production conditions should be
expiained. For Instance, If you culture Saccba,omyces cerevtsiae In a medium with unusually large amounts of selenium, you should
describe the fermentation process, as well as the levels and types of selenium compounds in your final product. If you use traditional or
molecular methods to produce a variety with novel properties, you should describe the variety In sufficient detaIl to demonstrate that the
ingredient you derive from it Is reasonabiy likely to be safe under the conditions of use of the dietary supplement to which the ND! will
be added.

14. How should the Identity section of my ND! notification deal with toxins in related plants or microorganisms?

You should identify the toxins or classes of toxins or other deleterious constituents or properties (e.g., antibiotic resistance genes in
microorganisms or toxigenic properties for which the toxin is unidentified) known to be present in the same species or in a famIly or
genus that Is phyiogenedcally related to the ND!. You should also document the absence (or the amount, if present) of those toxins or
other deleterious constituents or properties in the ND!, as well as in the substances that are the subject of the history of use or other
evidence of safety presented In the notification. Identification below the species level (e.g., plant variety or strain designation) can be
relevant to the safety determination when some varieties or strains of a species are known to contain toxins.

15. How should! describe an extract or concentrate of a botanical or a dietary substance?

You should include the following in the description of your extract or concentrate:

a Overview of the manufacturing process, including a general description of each process step (e.g., a flow chart), followed by a
description of the method of manufacturing in sufficient detail to make dear the identity of the final product (the finished
extract or concentrate) and how it is similar to and different from the starting material.

a Description and amount, expressed as a percentage or range of percentages, of all added ingredients, Including all solvents
used, along with specifications for residual solvents other than water in the finished ND! or dietary supplement.

• Concentration or dilution ratio, or range of concentration or dilution ratios, of the nnlshed extract or concentrate relative to
the original starting material. If the concentration or dilution ratio Is based on the weight of fresh herb, rather than dried, this
fact should be disclosed.

• Content, minimum content, or range of content of any marker substances, expressed as a percentage of the finished extract
or concentrate, accompanied by (1) a description of whether the marker isa marker of efficacy, toxicity or a surrogate
marker, and (2) a calculation or estimate of the relative level of each marker In the ND! compared to the original starting
material.

• How the extract or concentrate is standardized from batch to batch and how adulterants such as non-food solvents,
pesticides, heavy metals, and filth are exciuded.

• If reagents used during processing are likely to make covaient changes to components in the mixture during processing, you
should determine whether the new material Is still a dietary Ingredient. For exampie, use of a large amount of a strong
oxidizing add like sulfuric acid to process a botanical mixture may create a new *semi_synthetica mixture that is no longer a
mixture of components that were present in the original plant. Therefore, the mixture would no longer be a dietary ingredient.

16. What additional Information should I Include if my ingredIent Is produced using fermentation?

The notification should include information about the organism(s) and fermentation process used to culture the microorganism that
produces the ND!. The safety of the fermenting organism for use in food production should be discussed. Poorly defined microbiological
mixtures are acceptable if there is a long history of use In production of food (e.g., mixtures used to make dairy products like kefir or
cheese) and the fermentation substrate is consistent with that history of use. The notification shouid describe the history of use of the
fermenting organism(s) to produce food or, in the absence of such history, should thoroughly explain how the manufacturing process
excludes toxins and other undesirable byproducts of fermentation from the finished NDI.

The information about the fermentation process should describe the complete media formulation, the fermentation vessel(s), the
fermentation condItions, the methods used to harvest the ND! from the fermentation mixture, and any specifications for the production
organism in the finished ND!, particularly if the production organism Is not Inactivated and/or removed. ‘You should aiso address
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methods used to ensure theintegilty of the production organism, such as how you guard against contamination and genetic change.
FDA is particularly concerned about contamination when fermentation occurs outside of a sterile production vessel (e.g., production of
algae in ponds). Note that the use of a major food bergen in the fermentation medium may require a separate notification or petition to
the FDA, unless the presence of the allergen is declared on the product label. See section 403(w) of the FD&C Act (21 U.S.C. 343(w)). If
your Ingredient Is an enzyme, the specifications portion of the identity section of your notification should describe the analytical method
used to determine enzyme activity, the specifications for enzyme actIvity in the NDI, end the acceptance criterIa for enzyme activity and
for the number of units of activity per serving of the ND! in the dietary supplement. Post-fermentation harvest and processing should be
described, IncludIng filtration, washing, and preservation methods.

17. what information should I submIt to demenstrate the Identity of a live microbial dIetary ingredient?

You should Indude a complete description of the organism, Including:

• the strain,

• methods used to establish the identity of the stain, such as identification by Internationally recognized third-party repositories
(e.g the American Type Culture Collection), and

• the relationship of the strain to the strain(s) of the same species used to estabiish the history of use or other evidence of
safety for the dietary Ingredient.

The use of scientIfic names is requIred for botanical Ingredients (21 CFR t90~6(b)(2)) and Is recommended for bacteria. For bacteria,
FDA recommends using the Bacteriological Code (1990 Revlslon),122i validated lists of names In the International Journal of Systematic
and Evolutionary Microbiology, arid published lists of prokaryotic names with standing in nomenclature (e.g., the (erman Collection of
Microorganisms and Cell Cultures(231 or the Ust of Prokeryotlc Names with Standing In Nomenclature(243). FDA will pay particularly close
attention to the proper identification of organisms from genera or species that do not have a long history of food use and to those from
genera, like Bacillus and Streptococcos, which contain both specIes with long hIstories of food use and species known to contaIn human
pathogens. FDA regards all members of a species that contains human pathogens as potentially hamiful to human health, and therefore
inappropriate for use as dietary Ingredients, because of the absence of a consensus that there are valid scientific ways to distinguish
between pathogenic and non-pathogenic members of a single species or to prevent horizontal transfer of genes for pathogenic traits
between members of the same bacterial spedes. Examples of species that should not be used as dietary ingredients Include Eschertchia
co/i, Enterococcus ~ecaUs, and Entërococcus faeciurn.

FDA considers each strain of a bacterial or yeast spades to be a separate ingredient. You should explain how your strain was obtained
and how it varies from other members of the same specIes. if your strain was genetically modified using either random mutagenesis or
bioengineerlng, you should describe the process used and how you characterized the properties of the new strain,

FDA also considers the manufacturing process, including the fermentation, as an intrinsic part of the Identity of an Ingredient that Is
viable at the time of Ingestion. The agency recommends that the fermentation and other parts of the manufacturing process be
described In detail in your notification, as recommended In question VLA.16, above.

FDA will pay particular attention to the viability of microorganisms In the ND!. The per-serving level of a viable microorganism depends
on both the mass (in grams) and the viability (e.g., number of colony-forming units (CPU)) of the organism in the final product. The
composition of the growth medium and the fermentation conditions of the organism are also relevant to the safety of tie product,
particularly when they alter the form of the organism (e.g., spore versus vegetative) or the composition of the ingredient (e.g., when
the ingredient Includes both the organism and the growth medium). The notification should explain the relevance of safety Information
presented about other strains from the same species.

18. what Information should I provide if my notification Include, an expiration date or “use by” data for the labeling of the
MDI or the dietary supplement to which the MDI will be added?

The expiration or ~use by” date should be based on appropriate supporting stability data showing that (1) no new degradants will form
during the labeled shelf life of the product under the conditions of storage specified in the notification, if any, or under normal storage
conditions; and (2) the ND! or dietary supplement will continue to meet the critical safety attributes of Identity, strength, and purity
through its labeled expiration or “use by’ date. You should provide these supporting data In the notification.

19. what Information should I submit to describe the conditions of use that I intend to recommend or suggest In the labeling
of my dietary suppkment?

Your notification must describe the conditions of use that will be recommended or suggested in the labeling of your dietary supplement
or, if no conditions of use will be recommended or suggested in the supplement labeling, the ordinary conditions of use of the
supplement (21 CFR 190.6 (b)(2)(il)). Conditions of use Indude the dose (serving size), frequency of use (e.g., number of servings per
day), duration of use, Instructions for use, target population, and any restrlctloni on use, such as excluded populations.

For purposes of review, daily lifetime use by all age groups at the highest recommended serving size will be assumed. Population
restrictions could include exclusion of children, pregnant or lactating women, or sensitive Individuals who should not consume the
product. Allergen warnings are an example of a population restriction on conditions of use. The conditions of use should be described
prominently In the administrative section near the beginnIng of the notification (see question V.A.2).

B. History of Use or Other Evidence of Safety

1. what safety information is required to support a MDI notification?

You must provide the informatIon that forms the basIs on which you have concluded that a dietary supplement containing the ND! will
reasonably be expected to be safe under the supplement’s labeled conditions of use (21 U.S.C. 350b(a)(2)). In general, this Information
should indude an adequate history of safe use, safety studies, or both.

2. Should I submit both a history of safe use and safety tasting data for the MDI?

It depends. A notification should provide evidence of a history of safe use; other evIdence of safety, including clinical and/or animal
testing; or some combination of history of use and other evidence of safety. The submitted data should provide the basis for a
conclusion that there Is a reasonable expectation of safety under the proposed conditions of use of the dietary supplement containing
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the NOT. FDA expects that when history of use evidence alone Is adequate to support the safety of the ND! in the supplement, notifiers
wi Ii prefer to use that route. Compared to the cost and time needed to conduct clinical or animal toxicology studies, it Is generally less
expensive and faster to gather historical information and to conduct chemistry studies to establish the Identity of the historically used
materials. Submitting clinical and/or animal studies In addition to history of use data would be appropriate when the history of use
evidence contains gaps or when the proposed conditions of use for the ND! differ from the historical conditions of use.

3. what data and Information should I submit to substantiate a NDZ’s history of safe use?

A history of safe use can be substantIated by provIding evidence that the substance was safely consumed as a food or dIetary
supplement or as a component of a more complex mixture (e.g., calcium In milk or beta-glucan in oatmeal) at levels equal to or higher
than those that would be consumed by someone taking the Nm-containing supplement under the proposed conditions of use.

Elements that FDA recommends to substantiate that a ND! has a history of safe use include (1) a characterization and comparison of the
identity of the ND! and the historically consumed artIcle, and (2) an explanation of how the compositions-of the two are related. That is,
the composition and Identity of the ND! and the hIstorically consumed article should be characterized in sufficient detail to demonstrate
that safe use of the historically consumed article Is relevant to the safety of the ND! and provides a basis to conclude that the
supplement In which the ND! will be mar1~eted will reasonably be expected to be safe under the proposed conditIons of use. If the NDIs
history of use was as a component of a more complex mixture, you should demonstrate how the ND! Is qualitatively and quantitatively
related to the historically consumed component. If the ND! is itself a mixture of dietary Ingredients, you should demonstrate how the
component dietary ingredients in the ND! are related to historically consumed ingredients or components.

In addition, (a) the dose (amount per serving) and total daily intake, (b) duration of use, (c) frequency of intake, and (d)any addItional
information that describes the conditions of use of the historically consumed material should be provlded.For example, if consumption Is
not uniform within the population, you should provide Information about the mean and high (e.g., 90111 percentile) exposure levels.
Finally, the size and relevant characteristics of the consuming population (e.g., everyone vs. lImitations based on age, gender, or health
status) should be discussed.

For these data to be useful, the intake level for the historically consumed article should be the same as or hi9her than the anticipated
intake level of the ND! In the dietary supplement, based on the conditions of use described In the ND! notification.

For example, Information showing that a steroid hormone Is present in nanogram amounts in a servIng of milk or beef-- foods that have
a long history of safe use -- would not support the safety of a highly concentrated bovIne extract that contains the steroid hormone In
millIgram amounts.

In contrast, consumption of cow’s milk could be used to support the safety of a specific protein purified from mIlk at a serving level equal
to or lower than the amount of the protein found in an 8 ounce serving of milk.

As another example, if your ND! is an oil made from a plant or fish and you can show that the oil consists only of a mixture of fatty
adds, each of which you can identify and demonstrate to be widely consumed at higher levels in conventional foods, you may be able to
conclude that the dietary supplement containing the ND! will reasonably expected to be safe based on compositional information alone.

The safety assessment should describe and discuss situations in which the conditions of use and composition of the NDI differ from the
documented condItions of use and composition of the historically consumed substance (e.g., when the ND! is derived from a plant
variety bred to produce an additional constituent or to remove a toxic constituent). When the historical usage differs substantially from
the proposed use of the ND!, additional supportive data may be needed. Examples of differences in a NOIs proposed use that might
necessitate ferther supportive data include: higher dosage, different route of administration (e.g., an article that has been consumed in
sublingual form and Is now intended for ingestion as a ND!), longer duration of use, other changes that Increase exposure to potential
toxic effects, and any other difference that raises new safety Issues, such as a change in target population (see definition in section VII).

4. What doa,mentation of a NDZ’s history of use should I submit?

Documentation of a NDIs history of safe use In food could include published data and information, such as peer-reviewed scientific
literature, reports from authoritative bodies, survey data on food or nutrient composition and consumption, advertisements or other
published promotional material describing the composition of products, published agricultural or food production data, or cookbooks or
other published recipes documenting the use of an IngredIent to prepare conventional foods. Documentation of history of use could also
include trade secret or confidential commercIal information, such as proprietary survey or consumption data, product saies data, and
compositional analyses.

5. Am I required to submit a comprehensive survey of every hIstorical use of the NDI?

No, only the data and information on whIch your reasonable expectation of safety Is based are required. For example, if you have
documentabon that soybeans have a history of safe use in a large population In Asia, data describing lower historical consumption in the
u.s. or Europe is not necessary to address the safety of a ND! that is a constituent of soybeans.

6. How do I determIne whether historIcal use was “daIly” er 9ntermltten~” and what do the terms “chronic” and “sub-
chronIc” mean?

Daity use of the historically consumed material refers to ingestion at least once a day, every day, for at least three months in a row or
for more than 90 days in a year. Intermittent use is any use that Is less frequent than daily use. FDA assumes that conditions of use that
specify daily use are referring to daily lifetime use, unless a shorter duration of use is specified in the notification. Chronic use means
long-term use, which FDA assumes to be consumption of the substance every day by men, women and children throughout life, unless
the notification specifies otherwise. This Is in contrast to sub-chronic use, which is by definition intermittent. IntermIttent use can be
either daily and finite in duration or non-daily and lifetime in duration. For example, a rodent study In which a dietary supplement is fed
daily for 90 days is a sub’chronlc study (see also question V!.B.30).

7. Should I estimate the intake of historically consumed materials related to my 1101 WI am relying on those related
materials to establish a history of safe use, and should this estimate be Included in my 1101 notifIcation?

Yes to both questIons. If your conclusion that the dietary supplement containing your ND! will reasonably be expected to be safe is
based on a history of safe use of materials other than the NDI itself, you should estimate the historical intake of the materials that you
determIne to be relevant (see question VI.A.9) and include this Information in your ND! notIfication. Tn developing these estimates, you
should take Into account the complete pattem of intake, including dose, duration, and frequency of Intake, as well as the size of the
population known to have consumed the substance. The dIstribution of Intake within the population (e.g., the amount consumed by the
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Army probing connection between body building supplement, 2 deaths
By TRAVIS J. TRITTEN 
Stars and Stripes
Published: December 15, 2011

CAMP FOSTER, Okinawa – The U.S. Army said it is investigating whether a popular bodybuilding and weight-loss supplement might be to 
blame for two soldier deaths and serious health problems in others, including liver and kidney damage.

The two soldiers suffered heart attacks and died earlier this year during physical training with their units at an Army base in the 
southwestern United States and the dietary supplement DMAA was discovered in their bodies following toxicology tests, according to Army 
spokeswoman Maria Tolleson.

The Army launched an ongoing safety review after recording a number of other serious health effects among known and potential users of 
products containing DMAA including “kidney and liver failure, seizures, loss of consciousness, heat injury and muscle breakdown during 
exertion, and rapid heartbeat,” Tolleson said in a written response to Stars and Stripes this week.

Bodybuilding and weight-loss pills and powders containing DMAA, which is widely marketed by the fitness supplement industry as 
geranium extract and 1,3 dimethylamylamine, were pulled from shelves at Army and Air Force Exchange Service and Navy Exchange stores 
around the world following a military product recall Dec. 3.

Retailer GNC and at least one maker of the products said Friday that products containing DMAA have been tested as safe and have not been 
linked to any other health problems.

“There is no scientific or medical evidence that demonstrates any causal link between DMAA and any adverse medical condition, let alone a 
death,” according to GNC spokesman Greg Miller.

All of the recalled DMAA products are supplied to GNC and its stores within military exchanges by third-party manufacturers, which have 
shown the retailer they are safe, Miller wrote in an email response to Stars and Stripes.

“Compared to the handful of adverse event reports recently cited by the Army, GNC has sold 440 million doses of product containing 
DMAA since 2007 and has not received a single serious adverse event report,” according to Miller.

DMAA is now considered a dietary supplement by the U.S. Food and Drug Administration, a category of product that does not require FDA 
review before it is sold.

“A firm does not have to provide FDA with the evidence it relies on to substantiate safety or effectiveness before or after it markets its 
products,” according to the federal agency.

USPlabs, the manufacturer of the recalled supplements Jack3d and OxyElite Pro, said testing has shown its products could not be 
responsible for the health problems reported by the Army.

“Published, peer-reviewed clinical data says no. There are no facts that state otherwise,” USPlabs spokesman Jack Deschauer said. “Our 
products have undergone intense scientific, clinical studies for safety and efficacy by experts in the field of sports nutrition and there is no 
evidence the products could cause such injuries.”

The company pointed to four studies just published in a peer-reviewed medical journal that showed DMAA products did not seem cause 
any negative effects to the blood, blood pressure or heart rate when taken by test subjects for a short period.

“We are confident that once the [Army] review is complete, the safety of our products will be confirmed,” Deschauer said.

The Army did not immediately say how long its safety review of DMAA could last.

The Army surgeon general has asked the Health Policy and Services Directorate and Army Public Health Command to review and validate 
the science regarding the supplement’s safety, according to Tolleson.

The military has recently warned that servicemembers could be at an increased risk of heart problems due to extreme physical exertion, 
especially downrange in mountainous Afghanistan.

The widespread use of fitness supplements such as DMAA that stimulate the metabolism and nervous system could increase the dangers of 
heart palpitations, dizziness and other heart conditions, physicians at Landstuhl Regional Medical Center in Germany and Brooke Army 
Medical Center in Texas said in January.

The first death with a potential link to DMAA occurred over the summer, the service said.
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A 22-year-old soldier collapsed and died during a PT run with his unit. Then in the fall, a 32-year-old soldier collapsed at the same base 
after taking the Army physical fitness test and died after being hospitalized for one month, Tolleson said. The Army did not name the base 
where the soldiers were stationed.

“Both soldiers were performing PT with their units when they experienced cardiac arrest,” she said.

trittent@pstripes.osd.mil
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Like  

Sort by newest first  

Showing 15 comments 

1 person liked this. 

Body building supplements are basically drugs. But they are not illicit or illegal at all. They are proven safe. However, taking too 
much will surely have adverse effects if not fatal. It's just like other drugs which if overdosed, can cause side effects if not death.

Like 
Reply 
2 months ago 

Supplements 

I have taken Oxy before and been fine...EXERCISE CAREFULLY, DRINK PLENTY OF WATER, EAT HEALTHIER, AND DO NOT 
OD... 
Im not skinny, nor am I "fit" but then again I have had 3 kids, and twins at that! I seriously believe they took more than what is 
suggested on the label! I may be wrong, but then again...*shrugs* who knows!

Like 
Reply 
3 months ago 

spajarillo 

Oh come now, we all know why noone has drawn attention to this power  
drink and weight-loss fitness supplement problem.  AAFES makes a lot of  
money and the "private sectors" ability to profit can't be compromised.  

Like 
Reply 
4 months ago 

Bodybuilding Supplements 

They weren't in poor health. They both took 3 times the recommended dosage and weren't drinking nearly enough water. Mix those 
two together during morning PT and you get cardiac arrest...

Like 

Jerome Joshua Lopez 
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Reply 
5 months ago 
in reply to Karly Woodle 

imho many supps are more dangerous than steroids.

Like 
Reply 
5 months ago 

buy steroids uk 

Why is it that when unfortunate incidents such as these happen, people look to place the blame on someone/something other than 
the person themselves.  It was mentioned above that the Army doesn't encourage proper diet, so who is to know if the people 
affected were already in poor health before taking Oxyelite? Just like anything else in life, don't overuse/abuse anything or expect 
any sort of product to be a miracle

Like 
Reply 
6 months ago 

Karly Woodle 

Totally agree with you on this.

Like 
Reply 
6 months ago 
in reply to Going_Home 
1 Like 

SOCOMM 

Well Played Sir.

My 2 cents  -  Monster, Rock Star, AAFES Jolt High Caffeine Coffee, Starbucks Doubleshot Espresso are, in my opinion, more 
widely abused then the performance enhancers.   
What about providing soldiers water?  Oh thats right, I can go buy it at AAFES.  

Like 
Reply 
6 months ago 
in reply to SOCOMM 

Going_Home 

The Army pushes for fitness and does not provide a proper diet.  To get the energy boost it takes to work Army Standard required 
hours, it is easy to go for the go juice or some other performance booster.  

Body building supplements are performance boosters and service members want to be the best.  Providing GNC's in the bases 
exchanges provides access to all the supplements once could need as well as all the energy drinks that can be stocked.  There is a 
military culture that has become socially excepted to push the soldiers until they can't do no more.  The use of supplements is 
supposed to enhance the performance of the soldiers. As noted above the cause of kidney problems deployed by service members is 
associated with consumption of sports drinks.  The same sports drinks that claim to enhance energy.  But as person in immediate 
danger at all times wouldn't you want to have extra energy too?  

Going_Home 
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As we can see by the unfortunate deaths linked to body building supplements this displays a failure of education and 
understanding by the exchange and DeCA, where the products are available.  

Please someone from DeCA or the exchange explain how a service member who is perpetually in a high stress situation, who does 
not always have access to potable water, who has not slept properly for an extended period of time, and who has been in an 
elevated state of alertness (acute stress response) from the day they signed the dotted line is the same as the person that takes the 
supplements in the control test for the performance enhancers.   Active duty is not a control test.

Essentially, the exchange is providing a drug that can harm you if taken outside of proper conditions; and the exchange goes where 
you go ~ in all the improper places we can find.The military has forgot that athletes need proper exercise, proper rest, and proper 
nutrition to preform at peek performance.  Providing enhancement products in absence of caring for the wellbeing of our service 
members is a continuous problem.  

If the exchange wants to supply drugs they should supply THC and amphetamines.  THC for the PTSD and amphetamines so we 
can get a performance boost that is expected by the use of supplements.  With THC service members could get some rest, and use 
that energy along with the amphetamines too end these wars sooner.  

I cannot stand by the truth in this article (except for the 2 deaths), but neither can the positive health effects that performance 
supplements can provide to service members in austere environments or on Active Duty.

Like 
Reply 
6 months ago 
1 Like 

Thank you for the information; do most of those energy drinks contain the same extract?  I was under the impression that they 
don't. But thank you for the information about the energy drinks and kidney failure.

Like 
Reply 
6 months ago 
in reply to tiredofpc 

A S 

Oh come now, we all know why noone has drawn attention to this power drink and weight-loss fitness supplement problem.  
AAFES makes a lot of money and the "private sectors" ability to profit can't be compromised.   Certainly not by evil "big 
government"  ask your Republican congressman.

Like 
Reply 
6 months ago 
2 Likes 

WilliamWestmoreland 

It is interesting that after several deaths speculated to be "weight loss pill" related, we still have GNC stores in our PX's. I am sure 
that many Soldiers take their supplements safely, but why have these stores so readily available when you run the risk of young 
Soldiers not understanding the effects this stuff can have if taken incorrectly. I can see this becoming part of weekend safety 
briefings etc. Just more stuff for us to worry about!

Like 
Reply 
6 months ago 
1 Like 

bassfishnjunkie 

wllmshrwn 
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It says on the label of all of these products that you must consume 1 gallon of water per day. I wonder how much water, if any, these 
individuals were consuming. I've been taking Jack3d for well over the past year and haven't had any problems. Plus how much did 
they take in one dose is also to be determined.

Like 
Reply 
6 months ago 
2 Likes 

Why not list the products? Here you go: USPlabs Jack3d (Tropical Fruit and Lemon Lime) USPlabs OxyELITE Pro, Nutrex 
Research Lipo-6 Black (his and hers), Nutrex Research Lipo-6 Black Ultra Concentrate (his and hers), Nutrex Research Hemo-
Rage Black Powder, Punch, Berry, iSatori PWR, Muscletech NeuroCore, Muscletech HydroxyStim, 
Fahrenheit Nutrition Lean EFX, Muscle Warfare Napalm, SNI Nitric Blast, BIORhythm SSIN Juice, MuscleMeds Code Red, SEI 
MethylHex 4,2, Gaspari Nutrition Spirodex

Like 
Reply 
6 months ago 
4 Likes 

SOCOMM 

While deployed to LRMC, Feb '05 through Dec '06, we saw multiple very young and not so young service members come into 
LRMC with acute kidney failure. Some of these folks responded to medical treatments and/or dialysis done on the German 
economy, in German hospitals. Some recovered their kidney function some did not, but all were impacted as to their long term 
kidney function and survivability. Those of you not familiar with dialysis, it requires the person going to a dialysis center three days 
a week, spending multiple hours at dialyzing, and then coming back a few days later; an enormous impact on your life, quality of 
life, and ability to live any kind of "normal" llife.These were previously healthy, young men and women with normal kidney 
function, who's history was similar in that they'd drank so called "power drinks" one or more times a day. This was early 
deployment times, spring through fall time frames for those down range in Iraq with really ugly living/serving situations, including 
ambient temperatures off the charts, wearing all the "battle rattle gear", lots of night time patrols while sleeping in cooled 
conditions prior to patrol only if you were luck), and required PT sometimes during the daylight,hot hours. These folks came into 
LRMC in acute kidney failure, requiring dialysis. I don't know why the Army wasn't either doing or publicizing research done then 
into the link between "power drinks" and acute kidney failure.  I'm certainly not surprised to see this information years and years 
later.

Like 
Reply 
6 months ago 
4 Likes 

tiredofpc 

Login 
Add New Comment

Type your comment here.
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U.S. Food & Drug Administration  

   

   

   

FDA NEWS RELEASE 

For Immediate Release:  April 27, 2012 
Media Inquiries: Tamara Ward, 301-796-7567, tamara.ward@fda.hhs.gov 
Trade Press Inquiries: Sebastian Cianci, 240-402-2291, sebastian.cianci@fda.hhs.gov 
Consumer Inquiries: 888-INFO-FDA 

FDA challenges marketing of DMAA products for lack of safety evidence  
Agency cites ten companies in warning letters 

The U.S. Food and Drug Administration today issued warning letters to ten manufacturers and distributors of dietary supplements containing 
dimethylamylamine, more popularly known as DMAA, for marketing products for which evidence of the safety of the product had not been 
submitted to FDA. 

Also referred to as 1,3-dimethylamylamine, methylhexanamine, or geranium extract, the ingredient is in dietary supplements and is often touted as 
a "natural" stimulant.   

The companies receiving warning letters and their product names are: 

"Before marketing products containing DMAA, manufacturers and distributors have a responsibility under the law to provide evidence of the safety 
of their products. They haven’t done that and that makes the products adulterated," said Daniel Fabricant, Ph.D., Director of FDA’s Dietary 
Supplement Program.  
  
Specifically, the warning letters cite the companies for marketing products for which a notification had not been submitted for the use of DMAA as a 
New Dietary Ingredient (NDI). Under current law, dietary supplement manufacturers or distributors who use certain dietary ingredients not 
marketed in a dietary supplement prior to October 15, 1994, are responsible for notifying the FDA of evidence to support their conclusion that their 
dietary supplements containing NDIs are safe. Manufacturers or distributors must submit notification at least 75 days before marketing their 
products. The companies warned today were marketing products for which this requirement had not been met. 

The FDA warning letters also advised the companies that the agency is not aware of evidence or history of use to indicate that DMAA is safe. Under 
the Dietary Supplement Health and Education Act of 1994 (DSHEA), manufacturers, marketers and distributors of dietary supplements are 
responsible for ensuring that they are marketing a safe product. 

The FDA letters noted that DMAA is known to narrow the blood vessels and arteries, which can elevate blood pressure and may lead to 
cardiovascular events ranging from shortness of breath and tightening in the chest to heart attack. The agency has received 42 adverse event 
reports on products containing DMAA. While the complaints do not establish that DMAA was the cause of the incidents, some of the reports have 
included cardiac disorders, nervous system disorders, psychiatric disorders, and death. 

The agency additionally warned the companies that synthetically-produced DMAA is not a “dietary ingredient” and, therefore, is not eligible to be 
used as an active ingredient in a dietary supplement. DSHEA defines a dietary ingredient as a vitamin, mineral, amino acid, herb or other botanical, 
a dietary substance for use by man to supplement the diet, or a concentrate, metabolite, constituent, extract, or combination of these substances. 

The companies have 15 business days to respond to the FDA with the specific steps they will take to address the issues in the warning letters.  

For more information: 

How dietary supplements are regulated 11 

Dietary Supplement Health and Education Act of 199412 

New Dietary Ingredient notification process13 

 Company  Product(s)
Exclusive Supplements 1 Biorhythm SSIN Juice
Fahrenheit Nutrition 2 Lean Efx
Gaspari Nutrition 3 Spirodex
iSatori Global Technologies, LLC 4 PWR
Muscle Warfare, Inc. 5 Napalm
MuscleMeds Performance Technologies6 Code Red
 Nutrex Research 7 Hemo Rage Black 

Lipo-6 Black Ultra Concentrate 
Lipo-6 Black 
Lipo-6 Black Hers Ultra Concentrate 
Lipo-6 Black Hers 

SEI Pharmaceuticals 8 MethylHex 4,2 
SNI LLC 9 Nitric Blast
 USP Labs, LLC 10 Oxy Elite Pro 

Jack3D 
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U.S. Food and Drug Administration 

Reporting adverse events associated with FDA regulated products 14 

# 

The FDA, an agency within the U.S. Department of Health and Human Services, protects the public health by assuring the safety, effectiveness, and 
security of human and veterinary drugs, vaccines and other biological products for human use, and medical devices. The agency also is responsible 
for the safety and security of our nation’s food supply, cosmetics, dietary supplements, products that give off electronic radiation, and for regulating 
tobacco products. 

  
Read our Blog: FDA Voice 15 
  
Visit the FDA on Facebook 16  17, Flickr 18  19, YouTube 20  21 and Twitter 22  23 
  
RSS Feed for FDA News Releases 24 
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U.S. Food & Drug Administration  

   

   

   

  
April 24, 2012 

  
 
  

WARNING LETTER 
  
VIA OVERNIGHT DELIVERY 
  
Nutrex Research, Inc. 
5707 Dot Com Ct. #1001 
Ovideo, FL 32765 
  

 
 

Dear Sir or Madam: 
  
This letter concerns your products Hemo Rage Black, Lipo-6 Black Ultra Concentrate, Lipo-6 Black, Lipo-6 Black Hers Ultra Concentrate, and Lipo-6 
Black Hers, which are labeled and/or promoted as dietary supplements.  The product labeling for Hemo Rage Black, Lipo-6 Black, and Lipo-6 Black 
Hers declares 1,3- dimethylamylamine HCl as a dietary ingredient, and the product labeling for Lipo-6 Black Ultra Concentrate and Lipo-6 Black 
Hers Ultra Concentrate declares methylhexaneamine as a dietary ingredient. These two names refer to the same ingredient, which is also called, 
among other names, dimethylamylamine, DMAA or methylhexanamine, and will be referred to in the rest of this letter as dimethylamylamine. 
  
The term "dietary supplement" is defined in 21 U.S.C. 321(ff) [section 201(ff) of the Federal Food, Drug, and Cosmetic Act (the Act)].  Given that 
you have declared dimethylamylamine as a dietary ingredient in the labeling of your products, we assume you have a basis to conclude that 
dimethylamylamine is a “dietary ingredient” under 21 U.S.C. 321(ff)(1).  Assuming that dimethylamylamine is a "dietary ingredient," it would also 
be a “new dietary ingredient” for which a notification is required under 21 U.S.C. 350b(a)(2) and 21 CFR 190.6. 
  
Under 21 U.S.C. 350b, a dietary supplement that contains a new dietary ingredient (i.e., a dietary ingredient not marketed in the United States 
before October 15, 1994) shall be deemed adulterated under 21 U.S.C. 342(f) unless it meets one of two requirements: 
  

1. The dietary supplement contains only dietary ingredients that have been present in the food supply as an article used for food in a form in 
which the food has not been chemically altered; or 
  
2. There is a history of use or other evidence of safety establishing that the dietary ingredient when used under the conditions recommended 
or suggested in the labeling of the dietary supplement will reasonably be expected to be safe and, at least 75 days before being introduced or 
delivered for introduction into interstate commerce, the manufacturer or distributor of the dietary ingredient or dietary supplement provides 
FDA with information, including any citation to published articles, which is the basis on which the manufacturer or distributor has concluded 
that a dietary supplement containing such dietary ingredient will reasonably be expected to be safe. 

  
To the best of FDA’s knowledge, there is no information demonstrating that dimethylamylamine was lawfully marketed as a dietary ingredient in the 
United States before October 15, 1994, nor is there information demonstrating that this ingredient has been present in the food supply as an article 
used for food in a form in which the food has not been chemically altered.  In the absence of such information, dimethylamylamine is subject to the 
notification requirement in 21 U.S.C. 350b(a)(2) and 21 CFR 190.6.  Because the required notification has not been submitted, your products are 
adulterated under 21 U.S.C. 342(f)(1)(B) and 350b(a). 
  
Even if the required notification had been submitted, we know of no evidence that would establish that your product is not adulterated. In the 
absence of a history of use or other evidence of safety establishing that dimethylamylamine, when used under the conditions recommended or 

Nutrex Research, Inc. 4/24/12
  

Department of Health and Human Services
Public Health Service 
Food and Drug Administration

 
5100 Paint Branch Parkway 
College Park, MD 20740
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suggested in the labeling of your products, will reasonably be expected to be safe, Hemo Rage Black, Lipo-6 Black Ultra Concentrate, Lipo-6 Black, 
Lipo-6 Black Hers Ultra Concentrate, and Lipo-6 Black Hers are adulterated under 21 U.S.C. 342(f)(1)(B) and 350b(a) because they contain 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 prohibited under 21 U.S.C. 331(a) and (v). To the 
best of FDA’s knowledge, there is no history of use or other evidence of safety establishing that dimethylamylamine will reasonably be expected to 
be safe as a dietary ingredient.  In fact, dimethylamylamine narrows the blood vessels and arteries, which increases cardiovascular resistance and 
frequently leads to elevated blood pressure. This rise in blood pressure may increase the work of the heart such that it could precipitate a 
cardiovascular event, which could range from shortness of breath to tightening of the chest and/or a possible myocardial infarction (heart attack).  
Therefore, in the absence of a history of use or other evidence of safety establishing that dimethylamylamine is reasonably expected to be safe 
under the conditions recommended or suggested in the labeling of Hemo Rage Black, Lipo-6 Black Ultra Concentrate, Lipo-6 Black, Lipo-6 Black 
Hers Ultra Concentrate, and Lipo-6 Black Hers, your products are deemed to be adulterated under 21 U.S.C. 342(f). 
  
It has come to our attention that dimethylamylamine used in products in the dietary supplement marketplace may be produced synthetically. 
 Section 201(ff)(1) of the Act (21 U.S.C. 321(ff)(1)) defines "dietary ingredient" as a vitamin, mineral, amino acid, herb or other botanical, or 
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 dietary ingredient from the preceding categories.  Synthetically produced dimethylamylamine is not a vitamin, mineral, amino 
acid, herb or other botanical. To the best of FDA’s knowledge, synthetically produced dimethylamylamine is not commonly used as human food or 
drink; therefore, it is not a dietary substance for use by man to supplement the diet by increasing the total dietary intake.  Further, synthetically 
produced dimethylamylamine is not a concentrate, metabolite, constituent, extract or combination of a dietary ingredient.  Therefore, synthetically 
produced dimethylamylamine is not a dietary ingredient as defined in section 201(ff)(1) of the Act. 
  
We request that you take prompt action to correct the violations cited above, as well as any other violations associated with your products Hemo 
Rage Black, Lipo-6 Black Ultra Concentrate, Lipo-6 Black, Lipo-6 Black Hers Ultra Concentrate, and Lipo-6 Black Hers or other products marketed by 
your firm that contain dimethylamylamine.  We also remind you that the new dietary ingredient notification requirement applies to all dietary 
supplements that contain new dietary ingredients that have not been present in the food supply as articles used for food in a form in which the food 
has not been chemically altered.  It is your responsibility to assure that your firm complies with all requirements of federal law and FDA regulations.
  
Failure to immediately cease distribution of your products Hemo Rage Black, Lipo-6 Black Ultra Concentrate, Lipo-6 Black, Lipo-6 Black Hers Ultra 
Concentrate, and Lipo-6 Black Hers and any other products you market that contain dimethylamylamine could result in enforcement action by FDA 
without further notice.  The Act provides for seizure of violative products and injunction against the manufacturers and distributors of violative 
products. 
  
We request that you advise us in writing, within 15 days of receipt of this letter, as to the specific steps that have been or will be taken to correct 
these violations, including any steps taken with respect to product currently in the marketplace. Your response should also include an explanation of 
each step taken to assure that similar violations do not recur, as well as documentation to support your response. Your written response should be 
directed to Latasha Robinson, Food and Drug Administration, Center for Food Safety and Applied Nutrition, 5100 Paint Branch Parkway, Office of 
Compliance (HFS-608), Division of Enforcement, College Park, Maryland 20740-3835. If you have any questions please contact Ms. Robinson at 
240-402-1890.  
  
  
Sincerely, 
/S/ 
Michael W. Roosevelt 
Acting Director 
Office of Compliance 
Center for Food Safety 
and Applied Nutrition 
  

Links on this page:
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