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COMPOSITIONS CONTAINING INOSITOL-STABILIZED ARGININE SILICATE

COMPLEXES AND INOSITOL FOR IMPROVING COGNITIVE FUNCTION IN

VIDEO GAMERS

BACKGROUND

The present disclosure relates to new uses of an inositol-stabilized arginine silicate

complex. Such complexes are commercially available and sold as, for example, Nitrosigine®.

Nitrosigine® has been clinically shown to boost nitric oxide (“NO”) levels. Nitric oxide is a key

factor in promoting the relaxation of smooth muscle in blood vessels, increasing blood flow to

working muscles. In general, the complex is produced by combining arginine, a silicate salt and

inositol. Although the compositions described herein generally contain arginine, silicate and

inositol, it may be referred to throughout the specification as “inositol-stabilized arginine

silicate,” “arginine silicate,” “arginine silicate inositol,” “ASI,” “Nitrosigine®, or “complex.”

Disclosed herein is the surprising result that ASI, when combined with free inositol can

improve a subject’s cognitive function. Accordingly, compositions containing ASI and free

inositol may be used to improve cognitive functioning in humans. Improved cognitive

functioning may be particularly desirable when a subject is fatigued. Fatigue may result from,

for example, a lack of sleep and/or after periods of increased mental and/or physical activity.

The compositions of the present invention may be administered to subjects and may enhance

mental focus and/or mental clarity in the subjects. The compositions of the present invention

may be particularly helpful for use in improving the performance of people required to perform

complex tasks when rested and/or fatigued, such as video gamers, athletes, operators of

unmanned vehicles and remote controlled vehicles and the like.

SUMMARY

Some embodiments include the use of compositions containing ASI and free inositol for

improving cognition. Some embodiments include administering an amount of compositions

containing ASI and free inositol effective to improve cognition in humans. Some embodiments

include the use of compositions containing ASI and free inositol for improving mental focus

and/or attention span.

Some embodiments include the use of compositions containing ASI and free inositol for

improving the performance of complex tasks performed by humans. Such improvement may be

in the form of a reduced number of errors in performance of the complex task in comparison to a



baseline. Some embodiments include administration of a composition comprising an effective

amount of ASI and free inositol. The compositions may be formulated for oral delivery. The

compositions may be self-administered.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 is a line graph summarizing the results of average number of errors committed by

subjects in trail making test B. Subjects received either placebo or a composition comprising

ASI (l,500mg) and free inositol (lOOmg). Trail making test B was performed prior to treatment

(baseline) and 15 minutes post-administration of the composition.

FIG. 2 is a line graph summarizing the results of average number of errors committed by

subjects in the Stroop test. Subjects received either placebo or a composition comprising ASI

(l,500mg) and free inositol (lOOmg). The Stroop test was performed prior to treatment

(baseline), 15 minutes post-administration of the composition and post-video game play of 60

minutes.

While the present invention has been described in some detail for purposes of clarity and

understanding, one skilled in the art will appreciate that various changes in form and detail can

be made without departing from the true scope of the invention.

DETAILED DESCRIPTION

The terminology used in the description presented herein is not intended to be interpreted

in any limited or restrictive manner, simply because it is being utilized in conjunction with a

detailed description of certain specific embodiments described herein. Furthermore,

embodiments described herein can include several novel features, no single one of which is

solely responsible for its desirable attributes or which is essential to practicing the embodiments

described herein.

As used in the claims below and throughout this disclosure, the phrase “consisting

essentially of’ is meant including any elements listed after the phrase, and limited to other

elements that do not interfere with or contribute to the activity or action specified in the

disclosure for the listed elements. Thus, the phrase “consisting essentially of’ indicates that the

listed elements are required or mandatory, but that other elements are optional and can or cannot

be present depending upon whether or not they affect the activity or action of the listed elements.

For example, the use of a composition “consisting essentially of ASF’ for the treatment of a



particular disease or disorder would exclude other ingredients that were known to be active in

combating the particular disease or disorder.

A “therapeutically effective amount” or “effective amount” as used herein includes

within its meaning a non-toxic but sufficient amount of a compound active ingredient or

composition comprising the same for use in the embodiments disclosed herein to provide the

desired therapeutic effect. Similarly “an amount effective to” as used herein includes within its

meaning a non-toxic but sufficient amount of a compound active ingredient or composition

comprising the same to provide the desired effect. The exact amount of the active ingredient

disclosed herein required will vary from subject to subject depending on factors such as the

species being treated, the age and general condition of the subject, the severity of the condition

being treated, the particular agent being administered, the weight of the subject, and the mode of

administration and so forth. Thus, it is not possible to specify an exact “effective amount.”

However, for any given case, an appropriate “effective amount” may be determined by one of

ordinary skill in the art using only routine methods. In some aspects, a therapeutically effective

amount may include a dosing regimen. For example, an effective amount may include about

l,500mg of ASI and lOOmg of free inositol orally consumed each day for three consecutive days.

In some aspects, a therapeutically effective amount may include about l,500mg of ASI and

lOOmg of free inositol orally consumed each day for fourteen consecutive days. Compositions

of the present invention may include, for example, between 0.01-5 grams of ASI and 0.01-1

grams of free inositol.

By way of example, a “therapeutically effective amount” of the composition disclosed

herein can be, for example, 0.1 pg/kg, 0.5 pg/kg, 1 pg/kg, 1.5 pg/kg, 2.0 pg/kg, 2.5 pg/kg, 3.0

pg/kg, 3.5 pg/kg, 4.0 pg/kg, 4.5 pg/kg, 5.0 pg/kg, 10 pg/kg, 15 pg/kg, 20 pg/kg 25 pg/kg, 30

pg/kg, 35 pg/kg, 40 pg/kg, 45 pg/kg, 50 pg/kg, 55 pg/kg, 60 pg/kg, 65 pg/kg, 70 pg/kg, 75

pg/kg, 80 pg/kg, 85 pg/kg, 90 pg/kg, 95 pg/kg, 100 pg/kg, 150 pg/kg, 200 pg/kg, 250 pg/kg,

300 pg/kg, 350 pg/kg, 400 pg/kg, 450 pg/kg, 500 pg/kg, 550 pg/kg, 600 pg/kg, 650 pg/kg, 700

pg/kg, 750 pg/kg, 80 pg/kg 0, 850 pg/kg, 900 pg/kg, 1 mg/kg, l.5mg.kg, 2.0 mg/kg, 2.5 mg/kg,

3 mg/kg, 4.0mg/kg, 5.0 mg/kg, 6 mg/kg, 7 mg/kg, 8 mg/kg, 9 mg/kg, 10 mg/kg, 15 mg/kg, 20

mg/kg, 25 mg/kg, 30 mg/kg, 35 mg/kg, 40 mg/kg, 45 mg/kg 50 mg/kg, 55 mg/kg, 60 mg/kg, 65

mg/kg, 70 mg/kg, 75 mg/kg, 80 mg/kg, 85 mg/kg, 90 mg/kg, 95 mg/kg, 100 mg/kg, 125 mg/kg,

150 mg/kg, 200 mg/kg, 250 mg/kg, 300 mg/kg, 350 mg/kg, 400 mg/kg, 450 mg/kg, 500 mg/kg,

550 mg/kg, 600 mg/kg, 650 mg/kg, 700 mg/kg, 750 mg/kg, 800 mg/kg, 850 mg/kg, 900 mg/kg,



950 mg/kg, lg/kg, 5 g/kg, 10 g/kg, or more, or any fraction in between of the ASI complex and

the free inositol.

Accordingly, in some embodiments, the dose of the compositions disclosed herein can be

about 100 g to about lOOg, preferably per day. For example, the amount of the composition

can be 100 pg, 125 pg, 150 pg, 175 pg, 200 pg, 225 pg, 250 pg, 275 pg, 300 pg, 325 pg, 350 pg,

375 pg, 400 pg, 425 pg, 450 pg, 475 pg, 500 pg, 525 pg, 575 pg, 600 pg, 625 pg, 650 pg, 675

pg, 700 pg, 725 pg, 750 pg, 775 pg, 800 pg, 825 pg, 850 pg, 875 pg, 900 pg, 925 pg, 950 pg,

975 pg, 1000 pg, 1.25 g, 1.5 g, 1.75 g, 2.0 g, 2.25 g, 2.5 g, 2.75 g, 3.0 g, 3.25 g, 3.5 g, 3.5 g, 3.75

g, 4.0 g, 4.25 g, 4.5 g, 4.75 g, 5.0 g, 5.25 g, 5.5 g, 5.75 g, 6.0 g, 6.25 g, 6.5 g, 6.75 g, 7.0 g, 7.25

g, 7.5 g, 7.75 g, 8.0 g, 8.25 g, 8.5 g, 8.75 g, 9.0 g, 8.25 g, 9.5 g, 9.75g, 10 g, 20g, 30g, 40g, 50g,

60g, 70g, 80g, 90g, lOOg, or more, or any range or amount in between any two of the preceding

values. The exemplary therapeutically effective amounts listed above, can, in some

embodiments be administered in the methods described elsewhere herein on an hourly basis,

e.g., every one, two, three, four, five, six, seven, eight, nine, ten, eleven, twelve, thirteen,

fourteen, fifteen, sixteen, seventeen, eighteen, nineteen, twenty, twenty-one, twenty-two, twenty-

three hours, or any interval in between, or on a daily basis, every two days, every three days,

every four days, every five days, every six days, every week, every eight days, every nine days,

every ten days, every two weeks, every month, or more or less frequently, as needed to achieve

the desired effect.

Advantageously, an effective amount may be between about 20 mg and about 5,000 mg

per day of the ASI and between about lOmg and lOOOmg per day of the free inositol. More

advantageously, the effective amount is between about 500 mg and about 2,000 mg per day of

the ASI and between about 50mg and 500mg per day of the free inositol. Effective doses may be

extrapolated from dose-response curves derived from in vitro or animal model test systems.

Such animal models and systems are well known in the art.

The term “free inositol” means inositol that is separate from and not bound to, or

otherwise associated with, or combined in, an inositol-stabilized arginine silicate complex, or

any other compound. As described above, an inositol-stabilized arginine silicate complex is

produced by combining arginine, a silicate salt and inositol. The term “free inositol” does not

include inositol used in the production of the inositol-stabilized arginine silicate complex.

The term “unmanned vehicle” means any type of vehicle that does not carry any human

and which is controlled remotely by a human via a remote computer or device and a means for

communicating between the vehicle and the remote computer or device, such as an internet



connection, a Bluetooth connection, a wireless connection, a satellite connection, and the like.

Examples of “unmanned vehicles” include, but are not limited to, drones, missiles, spacecraft

and the like. The term “remote controlled vehicle” means any type of vehicle that may carry any

human, and which is controlled remotely by a human via a remote computer or device and a

means for communicating between the vehicle and the remote computer or device, such as an

internet connection, a Bluetooth connection, a wireless connection, a satellite connection, and

the like. Examples of “remote controlled vehicles” include, but are not limited to, driverless

cars, driverless trains, driverless buses, pilotless airplanes, and the like.

The present application is directed, in part, to the surprising discovery that inositol-

stabilized arginine silicate complexes with additional free inositol improve cognitive function.

Described herein are various dosing amounts, schedules, formulations, and delivery systems for

inositol-stabilized arginine silicate complexes with additional free inositol for use in the

improvement of cognitive function, and/or the increasing of cognitive function.

Some embodiments provide methods of improving cognitive function in an individual.

In some embodiments, improving cognitive function comprises improving visual construction in

an individual. In some embodiments, improving cognitive function comprises improving

executive function in an individual. In some embodiments, improving cognitive function

comprises improving visual search in an individual. In some embodiments, improving

cognitive function comprises improving motor speed skills in an individual. In some

embodiments, improving cognitive function comprises improving mental flexibility in an

individual. In some embodiments, improving cognitive function comprises improving selective

attention in an individual. In some embodiments, improving cognitive function comprises

improving interference resolution in an individual. In some embodiments, improving cognitive

function comprises improving response inhibition in an individual. In some embodiments,

improving cognitive function comprises improving response selection in an individual. In some

embodiments, improving cognitive function comprises improving reaction time in an individual.

In some embodiments, improving cognition comprises improving the speed ( .
<?

. ,

decreasing the time) for a Trail Making Test. In some embodiments, improving cognition

comprises decreasing the number of errors in a Trail Making Test. In some embodiments,

improving cognition comprises both increasing the speed and decreasing the number of errors in

a Trail Making Test. In some embodiments, improving cognition comprises improving the

speed ( .
<?

. , decreasing the time) for a Stroop Test. In some embodiments, improving cognition

comprises decreasing the number of errors in a Stroop Test. In some embodiments, improving



cognition comprises both increasing the speed and decreasing the number of errors in a Stroop

Test. In some embodiments, improving cognition comprises improving performance when

playing a video game. In some embodiments, improving performance when playing a video

game comprises increasing a high score in a video game, playing the game at a more difficult

level/setting, scoring more points/goals in a sports simulation video game, hitting more targets in

a shooter video game, beating more opponents in a multiplayer video game, and/or hitting an

opponent more times in a fight simulation video game and the like. In some embodiments,

improving cognition comprises more accurate control of an unmanned vehicle. In some

embodiments, more accurate control of an unmanned vehicle comprises decreasing the number

errors while controlling the unmanned vehicle. In some embodiments, more accurate control of

an unmanned vehicle comprises increasing the number of targets acquired by the unmanned

vehicle. In some embodiments, more accurate control of remote controlled vehicle comprises

decreasing the number errors while controlling the remote controlled vehicle.

In some embodiments, the cognitive improvement is observed after about 15 minutes;

after about 60 minutes; after about 1 day; after about 3 days; one week; after about two weeks;

after about three weeks; after about four weeks; after about six weeks; after about eight weeks;

after about 3 months; after about 4 months; after about 6 months; after about 9 months; after

about 12 months; after about 18 months; or after about 24 months.

Enhanced mental flexibility has been shown to benefit athletes when faced with quick

decisions and associated adaptations often required during competition, especially in field sports

such as football. In addition, the ability to efficiently allocate attention is an important factor for

success in all sports. The ability to multitask may help an athlete save energy through more

efficient processing, thus also allowing them to perform better than they had previously. Skilled

athletes who adapt to rapid changes in visual information are able to allocate their attention more

effectively than less skilled athletes. They are then able to use visual scanning techniques as

well as speed and anticipation to make changes in their performance. This enhanced mental

flexibility allows the athlete to adjust his or her “game” faster than their peers.

Furthermore, a study of female collegiate lacrosse players demonstrated that TMT B

scores were positively related to less lacrosse-shot error or less unsuccessful shots. Marsh,

D.W., Richard, L.A., Verre, A.B., Myers, J. (2010), Relationships Among Balance, Visual

Search, and Lacrosse-Shot Accuracy, J of Str & Cond Res, 24(6):1507-1514. This suggests that

successful sports performance encompasses a complex interaction of physical and cognitive

skills and that perhaps even a small improvement can make an impact on performance.



The administration of the compositions disclosed herein can be by any of the methods of

administration described herein or by delivery methods known by one of skill in the art. The

compositions may be administered orally.

For oral administration, the compositions disclosed herein can be provided as a tablet,

aqueous or oil suspension, dispersible powder or granule, emulsion, hard or soft capsule, syrup,

elixir, or beverage. Compositions intended for oral use can be prepared according to any method

known in the art for the manufacture of pharmaceutically acceptable compositions and such

compositions may contain one or more of the following agents: sweeteners, flavoring agents,

coloring agents and preservatives. The sweetening and flavoring agents will increase the

palatability of the preparation. Tablets containing the composition of the present invention in

admixture with non-toxic pharmaceutically acceptable excipients suitable for tablet manufacture

are acceptable. Pharmaceutically acceptable vehicles such as excipients are compatible with the

other ingredients of the formulation (as well as non-injurious to the patient). Such excipients

include inert diluents such as calcium carbonate, sodium carbonate, lactose, calcium phosphate

or sodium phosphate; granulating and disintegrating agents, such as corn starch or alginic acid;

binding agents such as starch, gelatin or acacia; and lubricating agents such as magnesium

stearate, stearic acid or talc. Tablets can be uncoated or can be coated by known techniques to

delay disintegration and absorption in the gastrointestinal tract and thereby provide a sustained

action over a longer period of time. For example, a time delay material such as glyceryl

monostearate or glyceryl distearate alone or with a wax can be employed.

Formulations for oral use can also be presented as hard gelatin capsules wherein the

compositions of the present invention are mixed with an inert solid diluent, for example calcium

carbonate, calcium phosphate or kaolin, or as soft gelatin capsules wherein the active ingredient

is mixed with water or an oil medium, such as peanut oil, liquid paraffin or olive oil. Aqueous

suspensions can contain the compositions of the present invention in admixture with excipients

suitable for the manufacture of aqueous suspensions. Such excipients include suspending agents,

dispersing or wetting agents, one or more preservatives, one or more coloring agents, one or

more flavoring agents and one or more sweetening agents such as sucrose or saccharin.

Oil suspensions can be formulated by suspending the compositions of the present

invention in a vegetable oil, such as arachis oil, olive oil, sesame oil or coconut oil, or in a

mineral oil such as liquid paraffin. The oil suspension can contain a thickening agent, such as

beeswax, hard paraffin or cetyl alcohol. Sweetening agents, such as those set forth above, and

flavoring agents can be added to provide a palatable oral preparation. These compositions can be



preserved by an added antioxidant such as ascorbic acid. Dispersible powders and granules of

the invention suitable for preparation of an aqueous suspension by the addition of water provide

the compositions of the present invention in admixture with a dispersing or wetting agent, a

suspending agent, and one or more preservatives. Additional excipients, for example sweetening,

flavoring and coloring agents, can also be present.

Syrups and elixirs can be formulated with sweetening agents, such as glycerol, sorbitol or

sucrose. Such formulations can also contain a demulcent, a preservative, a flavoring or a

coloring agent.

The compositions can also be in the form of oil-in-water emulsions. The oily phase can

be a vegetable oil, such as olive oil or arachis oil, a mineral oil such as liquid paraffin, or a

mixture thereof. Suitable emulsifying agents include naturally-occurring gums such as gum

acacia and gum tragacanth, naturally occurring phosphatides, such as soybean lecithin, esters or

partial esters derived from fatty acids and hexitol anhydrides, such as sorbitan mono-oleate, and

condensation products of these partial esters with ethylene oxide, such as polyoxyethylene

sorbitan mono-oleate. The emulsions can also contain sweetening and flavoring agents.

Aqueous suspensions may contain the compositions of the present invention disclosed

herein in admixture with excipients suitable for the manufacture of aqueous suspensions. Such

excipients include suspending agents, dispersing or wetting agents, one or more preservatives,

one or more coloring agents, one or more flavoring agents and one or more sweetening agents

such as sucrose or saccharin.

The disclosed compositions of the present invention can also be administered by

inhalation. In this administration route, compositions of the present invention can be dissolved in

water or some other pharmaceutically acceptable carrier liquid for inhalation, or provided as a

dry powder, and then introduced into a gas or powder that is then inhaled by the patient in an

appropriate volume so as to provide that patient with a measured amount of compositions of the

present invention.

Controlled release vehicles are well known to those of skill in the pharmaceutical

sciences. The technology and products in this art are variably referred to as controlled release,

sustained release, prolonged action, depot, repository, delayed action, retarded release and timed

release; the words “controlled release” as used herein is intended to incorporate each of the

foregoing technologies.

Numerous controlled release vehicles are known, including biodegradable or bioerodable

polymers such as polylactic acid, polyglycolic acid, and regenerated collagen. Known controlled



release drug delivery devices include creams, lotions, tablets, capsules, gels, microspheres,

liposomes, ocular inserts, minipumps, and other infusion devices such as pumps and syringes.

Implantable or injectable polymer matrices, and transdermal formulations, from which active

ingredients are slowly released, are also well known and can be used in the disclosed methods.

Controlled release preparations can be achieved by the use of polymers to form

complexes with or absorb the compositions of the present invention. The controlled delivery can

be exercised by selecting appropriate macromolecules such as polyesters, polyamino acids,

polyvinylpyrrolidone, ethylenevinyl acetate, methylcellulose, carboxymethylcellulose, and

protamine sulfate, and the concentration of these macromolecule as well as the methods of

incorporation are selected in order to control release of compositions of the present invention.

Controlled release of active complexes can be taken to mean any of the extended release

dosage forms. The following terms may be considered to be substantially equivalent to

controlled release, for the purposes of the present disclosure: continuous release, controlled

release, delayed release, depot, gradual release, long term release, programmed release,

prolonged release, programmed release, proportionate release, protracted release, repository,

retard, slow release, spaced release, sustained release, time coat, time release, delayed action,

extended action, layered time action, long acting, prolonged action, sustained action medications

and extended release, release in terms of pH level in the gut and intestine, breakdown of the

molecule and based on the absorption and bioavailability.

Hydrogels, wherein compositions of the present invention are dissolved in an aqueous

constituent to gradually release over time, can be prepared by copolymerization of hydrophilic

mono-olefinic monomers such as ethylene glycol methacrylate. Matrix devices, wherein

compositions of the present invention are dispersed in a matrix of carrier material, can be used.

The carrier can be porous, non-porous, solid, semi-solid, permeable or impermeable.

Alternatively, a device comprising a central reservoir of compositions of the present invention

surrounded by a rate controlling membrane can be used to control the release of the

compositions. Rate controlling membranes include ethylene-vinyl acetate copolymer or butylene

terephthalate/polytetramethylene ether terephthalate. Use of silicon rubber depots are also

contemplated.

Controlled release oral formulations are also well known. In one embodiment, the

compositions of the present invention are incorporated into a soluble or erodible matrix, such as

a pill or a lozenge. In another example, the oral formulations can be a liquid used for sublingual

administration. These liquid compositions can also be in the form of a gel or a paste. Hydrophilic



gums, such as hydroxymethylcellulose, are commonly used. A lubricating agent such as

magnesium stearate, stearic acid, or calcium stearate can be used to aid in the tableting process.

In a preferred embodiment, transdermal patches, steady state reservoirs sandwiched between an

impervious backing and a membrane face, and transdermal formulations, can also be used to

deliver compositions of the present invention. Transdermal administration systems are well

known in the art. One type of transdermal patch is a polymer matrix in which the compositions

of the present invention are dissolved in a polymer matrix through which the compositions of the

present invention diffuse to the skin.

The transitional phrase “consisting essentially of’ limits the scope of a claim to the

specified materials or steps and those that do not materially affect the basic and novel

characteristics of the claimed invention. Thus, for example, a composition consisting essentially

of an inositol-stabilized arginine silicate complex and free inositol would not include other

ingredients that are known to treat and/or prevent cognitive decline, or improve cognitive

function.

The compositions of the present invention may be administered once, twice, or three

times per day. In some embodiments, the compositions of the present invention are administered

four times a day. For example, the compositions of the present invention may be administered

before, after, or during a meal. In some embodiments, the compositions of the present invention

may be administered before performing an activity requiring cognitive function. For example,

the compositions of the present invention may be administered before playing a video game,

before operating an unmanned vehicle, before participating in a sport that requires physical and

cognitive functioning, such as football, soccer, rugby, lacrosse, basketball, hockey and the like.

While the present invention has been described in some detail for purposes of clarity and

understanding, one will appreciate that various changes in form and detail can be made without

departing from the true scope of the invention.

EXAMPLES

The compositions comprising ASI (Nitrosigine® - 1,500 mg/day) and free inositol

(lOOmg/day) “ASI+I” were tested in a randomized, double-blind, placebo-controlled, parallel

group, prospective clinical trial using the Trail Making Test B (TMT) and the Stroop Test as the

cognitive outcomes measure. TMT B involves connecting an alternating sequence of numbers

and letters. TMT B evaluates visual search, speed of processing, mental flexibility, and

executive functions under pressure. The Stroop Test detects whether there is a conflict or



interference between brain pathways processing specific types of information. The Stroop Test

requires subjects to name the ‘ink color’ of a ‘color word’. The color word is either the ‘same

as’ (congruent with) or ‘not the same as’ (incongruent with) the ink color. The Stroop Test

evaluates the selective attention that requires interference resolution, response inhibition,

response selection, and reaction time. The study described in the following examples was

conducted to determine if the benefits of ASI+I transfer to video game players that need a strong

cognitive state and may benefit from a nutritional supplement that can improve concentration,

decrease reaction time, and increase energy levels. In this study, the composition used contained

ASI and includes additional inositol “ASI+I”.

Example 1

A total of 60 healthy male and female adult subjects, aged 18 to 40 years old inclusive,

with a body mass index (BMI) of 18.0 to 34.9 kg/m 2 inclusive, who on average spend 5 or more

hours a week playing video games for 6 months prior were randomly assigned in a 1:1 ratio to

receive either ASI+I or placebo. The randomization was stratified by BMI of 18.0 to 27.0 and

27.1 to 34.9.

TMT B and Stroop Test were conducted pre-dose, at least 15 minutes post-dose, and

following 60 minutes (+/- 5 minutes) of video game playing on day 1 and day 7.

ASI+I was taken once daily and contained 1500 mg ASI + 100 mg of additional inositol

as active ingredients, and also contained citric acid, natural flavor, sucralose, acesulfame

potassium, and red 40 as inactive ingredients.

Placebo was taken once daily and contained 0 mg ASI + 0 mg of additional inositol, and

also contained maltodextrin, citric acid, natural flavor, sucralose, acesulfame potassium,

and red 40.

On day 1, subjects were randomly assigned to the placebo or ASI+I group, and TMT B

and Stroop Test were conducted pre-dose, at least 15 minutes post-dose, and following 60

minutes (+ 5 minutes) of video game playing.

Subjects were instructed to take the product (either placebo or ASI+I) once daily and to

continue with normal routine regarding video game play.

On day 7, subjects conducted TMT B and Stroop Test pre-dose, at least 15 minutes post

dose, and following 60 minutes (+ 5 minutes) of video game playing. Day 7 was the last dose of

the product.

Total time for conducting the TMT B and Stroop Tests, as well as the number of errors

committed during each test were recorded for all the time points.



As shown in Fig. 1, the number of errors committed in the TMT B significantly

decreased 15 minutes post-administration of ASI+I compared to placebo.

As shown in Fig. 2, the number of errors committed in the Stroop Test decreased 15

minutes post-administration of ASI+I compared to placebo and post-gaming.

This is unexpected given prior studies conducted with just ASI, which demonstrated that

subjects taking ASI committed more errors in the TMT B test compared to placebo 15 minutes

post-administration of product (see Table 1 below).

Table 1 - TMT B Errors (± SD)



WHAT IS CLAIMED IS:

1. A method of improving cognitive functioning in a human comprising:

administering an amount of an inositol-stabilized arginine silicate complex and

free inositol effective to improve cognitive functioning in the human.

2. The method of claim 1, wherein the amount of inositol-stabilized arginine silicate

complex administered is between about 0.5 g to 5 g per day.

3. The method of claim 1, wherein the amount of inositol-stabilized arginine silicate

complex administered is about 1,500 mg per day.

4. The method of claim 1, wherein the amount of free inositol administered is

between about 0.01 g to 1 g per day.

5. The method of claim 1, wherein the amount of free inositol administered is about

lOOmg per day.

6. The method of claim 1, wherein the improving cognitive functioning comprises

improving visual construction in the human, improving executive function in the human,

improving visual search in the human, improving motor speed skills in the human, improving

mental flexibility in the human, improving selective attention in the human, improving

interference resolution in the human, improving response inhibition in the human, improving

response selection in the human, and/or improving reaction time the human.

7. The method of claim 1, wherein the improving cognitive functioning comprises

increasing the speed to perform a task, decreasing the number of errors when performing a task,

improving performance when playing a video game, and/or more accurate control of an

unmanned vehicle or remote controlled vehicle.

8. The method of claim 7, wherein, improving performance when playing a video

game comprises increasing a high score in a video game, playing the game at a more difficult

level/setting, scoring more points/goals in a sports simulation video game, hitting more targets in

a shooter video game, beating more opponents in a multiplayer video game, and/or hitting an

opponent more times in a fight simulation video game.

9. The method of claim 7, wherein more accurate control of an unmanned vehicle

comprises decreasing the number errors while controlling the unmanned vehicle, and/or

increasing the number of targets acquired by the unmanned vehicle.

10. The method of claim 7, wherein more accurate control of a remote controlled

vehicle comprises decreasing the number errors while controlling the remote controlled vehicle.



11. A composition comprising an effective amount of an inositol-stabilized arginine

silicate complex and an effective amount of free inositol, wherein the effective amount improves

cognitive functioning in a human when administered to the human.
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