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Mr. Mark Olson -
VP Research and Development

Metabolic Response Modifiers, Inc.

2633 West Pacific Coast Highway

Suite B

Newport Beach, California 92663

Dear Mr. Olson:

This is in response to your letter to the Food and Drug Administration (FDA), received on
August 3, 1998, pursuant to 21 U.S.C. 343(r)(6) (section 403(r)(6) of the Federal Food, Drug,
and Cosmetic Act (the Act)). Your submission states that Metabolic Response Modifiers is
making certain statements for the product “Attention,” a product you assert is a dietary
supplement. '

This product is not a dietary supplement within the meaning of 21 U.S.C. 321(ff). This
product is a conventional food because it is represented as a “snackbar” or “snack bar” and as
a “perfect addition to any healthy breakfast or lunchtime snack.” 21 U.S.C. 321(ff) states, in
part, that the term dietary supplement means a product that “is not represented for use as a
conventional food.” Therefore, if you intend to market this product as a dietary supplement,
the references on the label or in the labeling that this product is intended for use as a
conventional food must be removed.

In addition, the product labeling bears claims that evidence that the product is intended to
treat, cure, prevent, or mitigate disease. The product is represented as follows:

«...to meet the needs of children with attention-behavior related problems (such as
hyperactivity, impulsiveness and inattentiveness)

“These symptoms can cause long term problems in learning, socialization, and
behavior for those afflicted and put them at risk for serious psychopathology in
adulthood”

“Unfortunately, the most popular medical treatments available are central nervous
system stimulants or H3 antagonist. According to the Physicians Desk Reference,
these medications may products addictive tendencies and harmful side effects such as
nervousness, insomnia, tachycardia and loss of appetite”

“Nutritional Alternatives”

“Several studies have looked at the relationship between DHA and attention deficit
and hyperactivity disorder. Investigators....DHA were significantly lower in boys
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with Attention Deficit Disorder than those boys considered normal. In a study of
dyslexics, British researchers...”

“...importance of the B-vitamins (folic acid, B-6, and B-12) for behavioral changes,
depression and personality disorders”

“..contribute to neurologic and psychiatric conditions”

“...showed adolescents with behavior problems...”

“...used in traditional folk medicine for blood sugar related disorders™

“...normalize blood sugar...”

Your submission also states that Metabolic Response Modifiers is making numerous claims
on the labeling of this product that contain, as a part of the claims, citations to one or more
articles published in research journals or other sources. The use of citations that contain
references to the role of a substance or product in treating, preventing, curing, or mitigating
diseases such as attention deficit disorder, learning disorders, dyslexia and related disorders
and disorders of glucose homeostasis suggest that this product is intended to treat, cure,
prevent, or mitigate disease.

The statements that you are making for your product and the use of the citations to research
articles suggest that it is intended to treat, prevent, cure, or mitigate diseases. These claims
suggest that this product is intended for use as a drug within the meaning of 21 U.S.C.
321(g)(1)(B), and that it is subject to regulation under the drug provisions of the Act. If you
intend to make claims of this nature, you should contact FDA’s Center for Drug Evaluation
and Research (CDER), Office of Compliance, HFD-310, 7520 Standish Place, Rockville,
Maryland 20855.

Please contact us if we may be of further assistance.

Sincerely,

James T. Tanner, Ph.D.
Acting Director
Division of Programs and Enforcement Policy
Office of Special Nutritionals
Center for Food Safety
and Applied Nutrition

Copies:

FDA, Center for Drug Evaluation and Research, Office of Compliance, HFD-300
FDA, Office of the Associate Commissioner for Regulatory Affairs, Office of
Enforcement, HFC-200

FDA, Los Angeles District Office, Compliance Branch, HFR-PA240
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cc:
HFA-224 (w/incoming)

HFA-305 (docket 975-0163)

HFS-22 (CCO)

HFS-456 (file, 1/f)

HFS-450 (1/f, file, OSN#60506)
HFD-310 (BWilliams)

HFD-314 (Aronson)

HFS-600 (Reynolds)

HFS-605 (Bowers)

GCF-1 (Nickerson, Dorsey)
r/d:HFS-456:RMoore:8/11/98
Init:GCF-1:DDorsey:8/26/98
f/t:rjm:HFS-456:8/27/98:60506.adv:disc31
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Wrapper of Dietary Supplement bar: At he do

Shipper box containing bars: - -
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VP Research and Development
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Invest In Your Future, Invest In Nutritional Research... Buy MRM. »



The ao_aa,:m. Dietary Supplement Bar
Designed to Enhance Attention Span,
z_m_z_,m_ Acuity & Concentration*

ATTENTION!- 15 the natural alternative designed to enhance your child’s attentive behavior” Scientifically
formulated, ATTENTION!~ offers a unique array of researched neurg-nutrients, including DHA and
LipoGen* PS, shown in recent studies 1o suppont concentration levels and mental acuity
ATTENTION!- also contains nutrients shown 1o help balance blood glucose levels.*

Suggested Use: As a dietary supplement chigren ages 4-18. enjoy one
ATTENTION}- snackbar daly A pertect agdition to any heatthy breakfast
or unchtime snack! For maximum bel take as a part of an
overail healthy cietary and
n8s not evaluated these statements. This prod-
uct is not meant to diagnose, cure, pre-
vent or treat disease.

SRR

g “The _um_mna__m. Eﬂmé m__%_mami_wm_.
Designed to Enhance Attention Span,
zgg_ Acuity & Concentration*

ATTENTION! 15 3 trademark of MRM, Ing |
Newporl Beach, CA.

At nf Portions of your |6 09492 63102

—
purchase help fund ADD

{Attention Def Disorder) research in children. Thank you
for your support
WARNING: H your chud has. or you suspect. a medical congition
seek the adwise of histher health care professipnal prior lo
use This oroduct containg dmg of iron per serving

B

" The cm_,mna.___m,._,u_asl m.__g_msma Bar Designed to

m:__m:nn Attention Span, Mental Acuity & Concentration*

[ B .

Active Ingredients: DHA (docosahexaenoic acid) -250mg, PS (phosphatidylserine) - 20mg, DMAE (dimethyiamino ethanol bitartrate)- 100mg, Tyrosine-20mg.
¢ acid-25mg, Gymnema syivestre extract-5mg, Chromium {AA cheiate)-200mcg, Grape seed extract-50mg, Glutamic acid-50mg.
Opuntia streptacantha (prickly pear cactus)-20mg, Choline (bitartrate)- 100mg, Inositol-100mg, Pyridoxine hel (B-6)-50mg. Betaine hcl {trimethyi-
glycine)-25mqg. Magnesium (AA chelate)-50mg, Grape crystals-200mg, Folic acid-800mcg, B-12 (cyanocobalamin)-700mcg, Ascorbic acid-
39mg, Niacinamide-11mg, Riboflavin-980mcg, Thiamin hcl-865mcg, Vitamin A-3iU, Vitamin E (dl-alpha tocopheryl acetate-
151y, vitamin D3-2401U, Biotin-180mcg, Calcium pantothenate-6mg, Copper (gluconate)-1mg. Iron (giycinate)-
8mg, Potassium (iodide)-122mcg, Zinc (oxide}-8myg.
Bar Matrix: Attention™ grain mix {brown rice, rolled vats) Glyco-Balance™ sweetener system [fructose syrup
thaumatin (natural sweetener from African berries)] natural flavors, spices and yogurt coating
source’, fractionated Vegetable oil, lecithin)
ATTENTION!- is free of yeast, wheat, corn, milk, egg, soy, giutens. salicylates,
added starch. preservatives or artificial cobors.

.

" The .Uo_a_m,o:m,.._ E&u%,m%!,ma,m_: Bar Designed to -
- Enhance Attention Span, Mental Acuity & Concentration*
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NUTRITION FOR CHILDREN

This combination of nutrients is a beneficial nutritional supplement in a unique delivery system
designed to meet the needs of children with attention-behavior related problems (such as
hyperactivity, impulsiveness and inattentiveness)m. These symptoms can cause long term problems in
learning, socialization, and behavior for those afflicted and put them at nsk for gerious
psychopathology in adulthood« The direct causes are stillunknown, however, neurochemical
imbalanceso), nutritional deficiencies« food allergiess hypoglycemia « poor eating habits artificial
food additives and preservativesas, and environmental chemicalsa»have been implicated.
Unfortunately, the most popular medical treatments available are central nervous system stimulants
or Hs; antagonist. According to the Physicians Desk Reference®, these medications may produce
addictive tendencies and harmful side effects such as nervousness, insomnia, tachycardia and loss of
appetite.

Nutritional Alternatives

Consisting of essential fatty acids, phospholipids, specific vitamins, minerals and herbs, this combination
of specific mutrients is the ultimate nutnitional supplement for children with behavior and learning
problems. According to research the nutrients in this formula have been shown to enhance neurologic
function and leaming capabilities as well as help control blood sugar. It’s no secret that most children
intensely dislike swallowing tablets, capsules and medicinal type liquids. These combinations of
nutrients are in the form of a delicious{snack|bar and offer the perfect solution in assuring that children
receive the appropriate nutrients essential for growth.

Fatty acids and Phospholipids

Essential fatty acids (EFA) are vital for human growth and optimum neurological developmentos
Humans lack the necessary enzymes to produce these fatty acids so we must get them from the diet or
through supplementation. One EFA that has generated successful research results is docosahexaenoic
acid (DHA) DHA is a polyunsaturated omega-3 fatty acid formed from alpha-linolenic acid or
obtained directly from fish oils. DHA has been shown to be essential for proper brain function and
development a.i» Several studies have looked at the relationship between DHA and attention deficit
and hyperactivity disorder. Investigators at Purdue University reported that serum and red blood cell
levels of DHA were significantly lower in boys with Attention Deficit Disorder than those boys
considered normalas In a study of dyslexics, British researchers reported marked improvements in
reading ability and behavior when patients were supplemented with DHA s

Phosphatidylserine (PS)

A naturally occurring phospholipid found in the brain, PS influences a number of metabolic and
pharmacologic functions«s Numerous studies have documented the impact of PS on specific brain
neurotransmitters including acetylcholine, serotonin, norepinephrine and dopamine. Many
researchers agree that these neurochemical systems are involved in behavior and cognitive function.
Several studies have shown a significant improvement in behavior, concentration, attention and
memory when patients are supplemented with PS dailyan

Vitamins and Minerals

Vitamin and mineral deficiencies have been implicated in mental performancess Several studies have
shown the importance of the B-vitamins (folic acid, B-6, and B-12) for behavioral changes, depression
and personality disorders. Scientists at Baylor University Medical Center reported that B-12 and folic
acid deficiencies could alter neurotransmitter function and contribute to neurclogic and psychiatric
conditions o Vitamin B-6, an important coenzyme for the biosynthesis of neurotransmitters GABA,
dopamine and serotonin, is required for optima! braia function. Researchers in Spain observed a clinical
improvement in behavior and school performance when patients were supplemented with B-6 and folic
acid oo The results of a Canadian study showed adolescents with behavior problems had a striking iron
deficiencyawhile zing deficiency has also been implicated .



Betaine (trimethylglycine)

Betain is a compound found commonly in animals and plants such as broccoli and beets. In
conjunction with B-vitamins, Betaine supplementation has shown the ability to improve behavior and
school performance o, Two Polish studies revealed hyperactive children from 4-13 years old had
slgmﬁcantly lower levels of magnesium than the control group and found it necessary to supplement
in order to improve behavioras

Several other vital nutrients in this special nutrient combination have been related to mood, mind,
memory and behavior problems. DMAE (deanol), tyrosine, glutamic acid, choline and inositol play an
important role in neurotransmitter action and deficiencies may contribute to impaired cognitive function.

Controlling Blood Sugar

There may be an association between excessive sugar consumption and behavior problems.
Researchers performed oral glucose tolerance tests on several hundred hyperactive children with the
majority exhibiting abnormal glucose metabolismes Erratic blood sugar levels may eventually lead to
hypoglycemia (low blood sugar). The body responds to the low blood sugar by releasing adrenaline
and other hormones, thereby possibly contributing to aberrant and hyperactive behavior. Scientists
have discovered excessive refined carbohydrates and sugar consumption will promote hypoglycemic
reactionas This combination incorporates several nutrients designed to help modulate blood sugar.
Chromium, a fundamental trace element required for all insulin-regulating activities as plays a central
role in regulating blood sugaras. Therefore, deficiencies of chromium can disrupt the normal insulin-
glucose relationship contributing to hypoglycemic conditione» Gymmema sylvestre, an herb native to
India, has been used in traditional folk medicine for blood sugar related disorders. Animal studies
indicate this herb helps to normalize blood sugar by optimizing serum insulin levels on. Opusntig
streptacantha is a species of nopal prickly pear cactus commonly found in Mexico and other arid
lands around the world. Numerous international studies have demonstrated that Opuntia
Streptacantha has positive effects on cholesterol and can help normalize blood sugaren Lipoic acid is
an antioxidant produced naturally in the body and is also found in red meat and the leaves of some
plants. It functions as a co-factor for a number of important enzymes responsible for the conversion
of food to energy (ATP). Clinical experiments have shown lipoic acid can help normalize blood sugar
levels by increasing cellular uptake and burning of glucose o

The Food & Drug Administration (FDA) has not wvalwated there Ssatements. This product is mot intanded to dizgnoce, cxre or prevent any disesss
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