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(57) ABSTRACT 

The present invention relates to a kit and an intravenously 
administrable preparation, both With a signal transmitter 
precursor, an enhancer of precursor uptake, and an inhibitor 
of neurotransmitter reuptake or signal transmitter catabo 
lism. The kit also contains an appropriate sWab for obtaining 
oral cells suitable for allelic analysis. The intravenous for 
mulation contains similar materials and, in some cases, 
ethanol. Either the kit composition or the intravenous for 
mulation may be used as guided by a subjects allelic 
analysis. Collections of particular alleles, especially those 
relating to neural system are comprehensible in terms of 
likelihood of success in the administration of an intraveinous 
formulation or ingestion of components of the subject kit. 
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DIAGNOSIS AND TREATMENT SYSTEM FOR 
”REWARD DEFICIENCY SYNDROME” (RDS) AND 

RELATED BEHAVIORS 

CROSS REFERENCE TO RELATED 
APPLICATIONS 

[0001] This application claims the bene?t of and is a 
divisional application of US. application Ser. No. 09/632, 
838, ?led on Aug. 4, 2000. 

BACKGROUND OF THE INVENTION 

[0002] The following pending applications are hereby 
incorporated by reference: Ser. Nos. 09/48l,426 and 09/069, 
886 and 09/356,266 and 09/423,040 and PCT US 98/08684. 

[0003] SynerGene NutraLife Essentials, Which is a divi 
sion of CyberPharm Corporation, is a neW line of patent 
protected nutraceuticals and neutraceuticals. All products in 
the SynerGene line provide high quality nutrients consisting 
of amino acids, trace minerals, vitamins, minerals, and 
herbals. When combined into numerous blends they have 
demonstrable therapeutic health bene?ts. The uniqueness of 
this particular line is that each product is speci?cally for 
mulated to achieve synergistic activity from the active 
ingredient Which has been shoWn by speci?c studies as Well 
as functional combinations Which have not been previously 
available. The products are backed up by double blind, 
placebo, controlled open label research studies on humans as 
Well as other rigorous studies (including both human and 
animal studies) and extensive anecdotal reports. 

[0004] Another aspect contributing to the uniqueness of 
the SynerGene products is the fact that the origin of action 
of all the products is in the central nervous system. Some of 
the products ultimately affect the peripheral nervous system 
and some of them ultimately affect the central nervous 
system. HoWever, all are formulated to affect the health of 
the central and peripheral nervous system. 

[0005] The ReWard De?ciency Syndrome (RDS) results 
from a dysfunction in the Brain ReWard Cascade Which 
directly links abnormal craving behavior With a de?cit in the 
DRD2 Dopamine Receptor Gene. Dopamine is a very poW 
erful neurotransmitter in the brain Which controls feelings of 
Well being. This sense of Well being is produced through the 
interaction of dopamine and neurotransmitters such as sero 
tonin, the opioids, and other poWerful brain chemicals. LoW 
serotonin levels are associated With depression. High levels 
of the opioids (the brain’s opium) are associated With a sense 
of Well being. The complex interactions of these poWerful 
neurotransmitters ultimately regulating the Dopaminergic 
Activity in the ReWard Center of the Brain has been termed 
“The Brain ReWard Cascade”. 

[0006] In individuals possessing an abnormality in the 
DRD2 Dopamine Receptor Gene, the brain lacks enough 
Dopamine receptor sites to use the normal amount of 
Dopamine in the ReWard Center of the brain and thus 
reduces the amount of Dopamine produced in this area of the 
brain. In individuals not possessing the variant in the 
Dopamine Receptor Gene Who lived certain lifestyles 
(heavy cocaine abuse, extremely loW caloric diet, high levels 
of stress over an extend ed period of time, etc.) their brains 
function as if the persons have the DRD2 genetic variant. 

[0007] Nutraceuticals are nutritional supplements Which 
have been shoWn to affect the peripheral nervous system or 
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other systems of the body. These include products for 
symptoms such as pain, in?ammation, cardiovascular dis 
orders, immune system responses, etc. Neutraceuticals are 
also nutritional supplements Which have been shoWn to 
affect the central nervous system of the body. These products 
are for disorders such as addictions to alcohol, cocaine, 
nicotine, carbohydrates, sex, gambling, etc. and disorders 
such as attention de?cit hyperactivity disorder, Tourette 
Disorder, personality disorders, depression, premenstrual 
syndrome, premenstrual dysphoria disorder, etc. 

[0008] The overall effect is inadequate Dopaminergic 
Activity in the ReWard Center of the Brain. This defect 
drives individuals to engage in activities Which Will increase 
brain Dopamine function. Consuming large quantities of 
alcohol or carbohydrates (carbohydrate binging) stimulate 
the brain’s production of and utiliZation of Dopamine. So 
too does the intake of crack/cocaine and the abuse of 
nicotine. Also, it has been found that the genetic abnormality 
is associated With aggressive behavior Which also stimulates 
the brain’s use of Dopamine. 

[0009] The ReWard De?ciency Syndrome involves a form 
of sensory deprivation of the brain’s reWard or pleasure 
mechanisms. The ReWard De?ciency Syndrome can be 
manifested in relatively mild or severe forms that folloW as 
a consequence of an individual’s biochemical inability to 
derive reWard from ordinary, everyday activities. We believe 
that We have discovered at least one genetic aberration that 
leads to an alteration in the reWard pathWays of the brain. It 
is a variant form of the gene for the dopamine D2 receptor, 
called the A1 allele. This genetic variant also is associated 
With a spectrum of impulsive, compulsive, and addictive 
behaviors. The concept of the ReWard De?ciency Syndrome 
unites those disorders and may explain hoW simple genetic 
anomalies give rise to complex aberrant behavior. 

The Biology of ReWard 

[0010] The pleasure and reWard system in the brain Was 
discovered by accident in 1954. The American psychologist 
James Olds Was studying the rat brain’s alerting process, 
When he mistakenly placed the electrodes in a part of the 
limbic system, a group of structures deep Within the brain 
that are generally believed to play a role in emotions (Olds, 
1995). When the brain Was Wired so that the animal could 
stimulate this area by pressing a level, Olds found that the 
rats Would press the lever almost nonstop, as much as 5,000 
times an hour. The animals Would stimulate themselves to 
the exclusion of everything else except sleep. They Would 
even endure tremendous pain and hardship for an opportu 
nity to press the lever. Olds had clearly found an area in the 
limbic system that provided a poWerful reWard for these 
animals. Research on human subjects revealed that the 
electrical stimulation of some areas of the brain (medial 
hypothalamus, Which is in the limbic system) produced a 
feeling of quasi-orgasmic sexual arousal. If certain other 
areas of the brain Were stimulated, an individual experienced 
a type of light-headedness that banished negative thoughts. 
These discoveries demonstrated that pleasure is a distinct 
neurological function that is linked to a complex reWard and 
reinforcement system (Hall, eta!. 1977). 

[0011] During the past several decades research has been 
able to establish some of the brain regions and neurotrans 
mitters involved in reWard. A neuronal circuit deep in the 
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brain involving the limbic system and tWo regions called the 
nucleus accumbens and the globus pallidus appears to be 
critical in the expression of reWard for people (Wise and 
BoZarth, 1984). Although each substance of abuse (listed 
above) and each activity of abuse (listed above) appears to 
act on different parts of this circuit, the end result is the 
same. 

[0012] Dopamine is released in the nucleus accumbens 
and the hippocampus (Koob and Bloom, 1988). Dopamine 
appears to be the primary neurotransmitter of reWard at the 
reinforcement sites. It is useful to think of the brain’s reWard 
system as a cascade in Which one reaction triggers another. 
At the level of individual neurons, the Brain ReWard Cas 
cade (Blum and KoZloWski, 1990) is catalyZed by a number 
of neurotransmitters. Each neurotransmitter binds to certain 
types of receptors and serves a speci?c function. The bind 
ing of the neurotransmitter to a receptor on a neuron triggers 
a reaction that is part of the cascade. Disruption of these 
intercellular cascades results in one form or another of the 
ReWard De?ciency Syndrome. 

The Cascade Theory of ReWard 

[0013] During the past decades, considerable attention has 
been devoted to the investigation of the neurochemical and 
neuroanatomical systems that underlie a variety of substance 
seeking behaviors. In a normal person, neurotransmitters 
(the messengers of the brain) Work together in a pattern of 
stimulation or inhibition, the effects spreading doWnWard 
from complex stimuli to complex patterns of response like 
a cascade, leading to feelings of Well being, Which is the 
ultimate reWard (Cascade Theory of ReWard) (Cloninger, 
1983; Stein and BelluZZi, 1986; Blum and KosloWski, 
1990). 
[0014] In the reWard areas, the folloWing interactions take 
place (Stein and BelluZZi, 1986; Blum, 1989): 

[0015] 1. serotonin in the hypothalamus indirectly acti 
vates opiate receptors and causes a release of enkepha 
lins in the ventral tegmental region A~The enkephalins 
inhibit the ?ring of GABA Which originates in the 
substantia nigra A~region; 

[0016] 2. GABAAEs normal role, acting through 
GABA B receptors, is to inhibit and control the amount 
of dopamine released at the ventral tegmental regions 
for action at the nucleus accumbens. When the dopam 
ine is released in the nucleus accumbens it activates 
dopamine D2 receptors, a key reWard site. This release 
is also regulated by enkephalins acting through GABA. 
The supply of enkephalin s is controlled by the amount 
of the neuropeptidases Which destroy them. 

[0017] 3. dopamine may also be released into the 
amygdala. From the amygdala, dopamine reaches the 
hippocampus and the CA, cluster cells stimulates 
dopamine D2 receptors, another reWard site. 

[0018] 4. an alternate pathWay involves norepinephri 
nein the locus of ceruleus Whose ?bers project into the 
hippocampus at a reWard area centering around cluster 
cells Which have not been precisely identi?ed, but 
Which have been designated a CAx. When GABA A 
receptors in the hippocampus are stimulated, they cause 
the release of norepinephrine at the CAx site. 
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It is to be noted that the glucose receptor (GR) in the 
hypothalamus is intricately involved and “links” the 
serotonergic system With opioid peptides leading to the 
ultimate release of dopamine at the n. accumbens. 

[0019] In the Brain ReWard Cascade (Blum and 
KoZloWski, 1990), these interactions may be vieWed as 
activities of subsystems of a larger system, taking place 
simultaneously or in sequence, merging in cascade fashion 
toWard anxiety, anger, loW self-esteem, or other bad feelings 
or toWard craving or a substance that Will make these bad 
feelings go aWay, for example alcohol, carbohydrates, etc. 
Genetic anomalies, long-term continuing stress, or long 
term abuse of substances can lead to a self-sustaining pattern 
of abnormal craving behavior in both animals and humans. 
Animal model support for the cascade theory can be derived 
from a series of experiments carried out by T. K. Li et. al., 
(Russell, Lanin, and Taljaard, 1988; McBride, 1990; Zhou, 
1990; McBride, et. al. 1993) upon their alcohol-preferring 
(P) and non-preferring (NP) rat lines. They found that the P 
rats have the folloWing neurochemical pro?le: 

[0020] 
[0021] 2. higher levels of enkephalin in the hypothala 
mus (due to a loWer release); 

1. loWer serotonin neurons in the hypothalamus; 

[0022] 3. more GABA neurons in the nucleus accum 

bens; 

[0023] 4. reduced dopamine supply at the nucleus 
accumbens; 

[0024] 5. reduced densities of dopamine D2 receptors in 
the meso-limbic areas. 

[0025] This suggests a four-part cascade sequence leading 
to a reduction of net dopamine release in a key reWard area. 
This Was further con?rmed When they found that by admin 
istering substances that increase the serotonin supply at the 
synapse, or by stimulating dopamine D2 receptors directly, 
they could reduce craving for alcohol (McBride et al. 1994). 
Speci?cally, D2 receptor agonists reduce alcohol intake in 
high alcohol preferring rats Whereas D2 dopamine receptors 
antagonists increase alcohol drinking in these inbred animals 
(Dyr, et al. 1993). Human support for the Brain ReWard 
Cascade also can be derived from a series of clinical trials 
With neuronutrients (precursor amino acid loading technique 
and enkephalinase inhibition) indicating reduced craving, 
reduced stress rates, facilitated recovery and reduced relapse 
rates (BroWn et al. 1990; Blum and Tractenberg, 1988; Blum 
et al. 1989). 

[0026] Most recently, the notion of dopamine as the ?nal 
common pathWays for a number of diverse drugs of abuse 
such as cocaine, morphine, and alcohol is supported by Ortiz 
and associates at Yale University School of Medicine and 
University of Connecticut Health Services Center demon 
strating that chronic treatment of either cocaine, morphine, 
or alcohol similarly results in several biochemical adapta 
tions in the meso-limbic dopamine system, Which may 
underlie prominent changes in the structural and functional 
properties of the neuronal pathWays related to the above 
(Also see Routtenberg, DiChiara, and Inperato, 1988). We 
propose that the ReWard De?ciency Syndrome gives rise to 
a Wide range of disorders that can be classi?ed as impulsive 
addictive-compulsive disorders. Impulsive disorders include 
attention de?cit hyperactivity disorder and Tourette’s Dis 
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order. Addictive disorders include substance-seeking behav 
iors involving alcohol, drugs, nicotine, and food. Compul 
sive diseases include pathological gambling and excessive 
sexual activity. 

[0027] CyberPharm, Incorporated through an intellectual 
property license from 1899 LLC controls the following 
related art with the speci?ed limitations: 

Anti-In?ammatory, Analgesics 

[0028] 1. US. Pat. No. 39452, issued Mar. 27, 1984, 
entitled CLASS OF ANALGESICS AND/OR ANTI-IN 
FLAMMATORY AGENTS CONSISTING OF INHIBI 
TORS OF BREAKDOWN OF ENDOGENOUS 
ENKEPHALIN AND/OR ENDORPHIN, AND COMBI 
NATIONS OF SAID ANALGESICS WITH ANTI 
PYRETIC, ANTI-INFLAMMATORY (ASPIRIN-TYPE) 
DRUGS refers to a new class of analgesics provided by 
substances that inhibit breakdown of endogenous substance 
such as enkephalins and/or endorphins. The analgesic e?cect 
of an enkephalin breakdown inhibitor is greatly enhanced by 
being combined with an antipyretic, anti-in?ammatory anal 
gesic, herein designated as an aspirin-type drug. Speci? 
cally, both D-phenylalanine and D-leucine, each an 
enkephalin breakdown inhibitor, when used separately pro 
vides excellent analgesia in animals and man without devel 
oping tolerance or addiction in either species. Use of a 
combination of D-phenylalanine and D-leucine provides a 
greatly enhanced analgesia approaching the analgesia 
achieved by morphine. Analgesia by the latter combination 
is very long-lasting in animals. The injection of a combina 
tion of D-phenylalanine and an aspirin-like drug that is 
antipyretic and anti-in?ammatory in an animal provides a 
greatly enhanced analgesia approaching the analgesia 
achieved by morphine. Analgesia by D-phenylalanine is 
very long-lasting in humans. D-phenylalanine also exhibits 
anti-in?ammatory character, as demonstrated in animal 
tests. 

[0029] 2. US. Pat. No. 4,579,843, issued Apr. 1, 1986, 
entitled ANALGESIC AND ANTI-INFLAMMATORY 
COMPOSITIONS, describes analgesic and anti-in?amma 
tory compositions which comprise a therapeutically effec 
tive amount of a ?rst agent selected from the group con 
sisting of D-phenylalanine, DL-phenylalanine, D-leucine, 
and DL-leucine and synergistically e?‘ective amount of a 
second therapeutic agent selected from the group consisting 
of aspirin and an aspirin-type non-steroidal anti-in?amma 
tory, anti-pyretic agent. 

[0030] 3. US. Pat. No. 4,687,781, issued Aug. 18, 1987, 
entitled ANALGESIC AND ANTI-INFLAMMATORY 
COMPOSITIONS, describes analgesic and anti-in?amma 
tory compositions are provided which comprise a therapeu 
tically e?‘ective amount of a hydrocinnamic acid alone, or in 
combination with one or more amino acids selected from the 
group consisting of D-phenylalanine, DL-phenylalanine, 
D-leucine, and DL-leucine and synergistically e?‘ective 
amount of a second therapeutic agent selected from the 
group consisting of aspirin and an aspirin-type non-steroidal 
anti-in?ammatory, anti-pyretic agent. 

[0031] 4. US. Pat. No. 4,730,007, issued Mar. 8, 1988, 
entitled NOVEL ANALGESIC COMPOSITIONS describes 
an analgesic composition comprising an e?‘ective amount of 
an analgesic, anti-in?ammatory agent selected from the 
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group consisting of D-phenylalanine, DL-phenylalanine, 
D-leucine, DL-leucine and hydrocinnamic acid and a syn 
ergistically e?‘ective amount of acetaminophen is provided 
by the present invention. 

[0032] 5. A Canadian application entitled CLASS OF 
ANALGESICS AND/OR ANTI-INFLAMMATORY A 
GENTS CONSISTING OF INHIBITORS OF BREAK 
DOWN OF ENDOGENOUS ENKEPHALIN AND/OR 
ENDORPHIN, AND COMBINATIONS OF SAID ANAL 
GESICS WITH ANTIPYRETIC, ANTI-INFLAMMATORY 
(ASPIRIN-TYPE) DRUGS describes a new class of anal 
gesics provided by substances that inhibit breakdown of 
endogenous substance such as enkephalins and/or endor 
phins. The analgesic e?cect of an enkephalin breakdown 
inhibitor is greatly enhanced by being combined with an 
antipyretic, anti-in?ammatory analgesic, herein designate d 
as an aspirin-type drug. Speci?cally, both D-phenylalanine 
and D-leucine, each an enkephalin breakdown inhibitor, 
when used separately provides excellent analgesia in ani 
mals and man without developing tolerance or addiction in 
either species. Use of a combination of D-phenylalanine and 
D-leucine provides a greatly enhanced analgesia approach 
ing the analgesia achieved by morphine. Analgesia by the 
latter combination is very long-lasting in animals. The 
injection of a combination of D-phenylalanine and an aspi 
rin-like drug that is antipyretic and anti-in?ammatory in an 
animal provides a greatly enhanced analgesia approaching 
the analgesia achieved by morphine. Analgesia by D-phe 
nylalanine is very long-lasting in humans. D-phenylalanine 
also exhibits anti-in?ammatory character, as demonstrated 
in animal tests. 

[0033] 6. Japanese Patent Number 1435284, issued Jul. 8, 
1986, entitled CLASS OF ANALGESICS AND/OR ANTI 
INFLAMMATORY A GENTS CONSISTING OF INHIBI 
TORS OF BREAKDOWN OF ENDOGENOUS 
ENKEPHALIN AND/OR ENDORPHIN, AND COMBI 
NATIONS OF SAID ANALGESICS WITH ANTI 
PYRETIC, ANTI-INFLAMMATORY (ASPIRIN-TYPE) 
DRUGS describes a new class of analgesics provided by 
substances that inhibit breakdown of endogenous substance 
such as enkephalins and/or endorphins. The analgesic e?cect 
of an enkephalin breakdown inhibitor is greatly enhanced by 
being combined with an antipyretic, anti-in?ammatory anal 
gesic, herein designated as an aspirin-type drug. Speci? 
cally, both D-phenylalanine and D-leucine, each an 
enkephalin breakdown inhibitor, when used separately pro 
vides excellent analgesia in animals and man without devel 
oping tolerance or addiction in either species. Use of a 
combination of D-phenylalanine and D-leucine provides a 
greatly enhanced analgesia approaching the analgesia 
achieved by morphine. Analgesia by the latter combination 
is very long-lasting in animals. The injection of a combina 
tion of D-phenylalanine and an aspirin-like drug that is 
antipyretic and anti-in?ammatory, in an animal provides a 
greatly enhanced analgesia approaching the analgesia 
achieved by morphine. Analgesia by D-phenylalanine is 
very long-lasting in humans. D-phenylalanine also exhibits 
anti-in?ammatory character, as demonstrated in animal 
tests. 

[0034] 7. A US. Patent Disclosure dated Mar. 18, 1999, 
entitled CLASS OF ANALGESICS AND/OR ANTI-IN 
FLAMMATORY A GENTS CONSISTING OF INHIBI 
TORS OF BREAKDOWN OF ENDOGENOUS 
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ENKEPHALIN AND COMBINATIONS OF SAID ANAL 
GESICS WITH GANODERMA LUCIDUM describes a 
new class of analgesics provided by substances that inhibit 
breakdown of endogenous substance such as enkephalins 
and/or endorphins. The analgesic effect of an enkephalin 
breakdown inhibitor is greatly enhanced by being combined 
with an antipyretic, anti-in?ammatory analgesic, herein des 
ignated as an aspirin-type drug. Speci?cally, both D-pheny 
lalanine and D-leucine, each an enkephalin breakdown 
inhibitor, when used separately provides excellent analgesia 
in animals and man without developing tolerance or addic 
tion in either species. Use of a combination of D-phenyla 
lanine and D-leucine provides a greatly enhanced analgesia 
approaching the analgesia achieved by morphine. Analgesia 
by the latter combination is very long-lasting in animals. The 
unique combination of inhibitors of amino peptidaises and 
extracts of ganoderma lucidum provides synergistic analge 
sic and antiin?ammatory effects in both animals and 
humans. 

RDS Gene Testing 

[0035] 8. US. Pat. No. 5,210,016, issued May 11, 1993, 
entitled ALLELIC ASSOCIATION OF THE HUMAN 
DOPAMINE (D~) RECEPTOR GENE IN COMPULSIVE 
DISORDERS SUCH AS ALCOHOLISM relates to a 
method for diagnosing compulsive disease predisposition of 
an individual. The method comprises initially obtaining a 
DNA sample of said individual and then determining the 
presence or absence of a particular human D2 receptor gene 
allele in said sample. Detection of said allele in the sample 
is indicative of predilection to compulsive disease. A most 
preferred embodiment is to detect predisposition to alcohol 
ism, particularly because said allele has been found to be 
present in a majority of clinically diagnosed alcoholics. The 
human D0.2 receptor gene A1 allele is most preferably 
detected in said sample. 

[0036] 9. US. Pat. No. 5,550,343, issued Mar. 19, 1996, 
entitled ALLELIC ASSOCIATION OF THE HUMAN 
DOPAMINE(D~) RECEPTOR GENE IN COMPULSIVE 
DISORDERS relates to an important embodiment, this 
invention concerns a method for detecting compulsive dis 
order susceptibility of a human. The method comprises 
initially obtaining a DNA sample of said human and then 
determining the presence or absence of a particular human 
D2 receptor gene allele in said sample. Detection of said 
allele in the sample is indicative of susceptibility to com 
pulsive disorder. A most preferred embodiment is to detect 
a susceptibility to alcoholism and cocaine dependence, 
particularly because said allele has been found to be present 
in a majority of clinically diagnosed alcoholics and cocaine 
users. The human D2 receptor gene A1 and Bi alleles are 
most preferably detected in said sample. 

[0037] 10. US. Pat. No. 5,550,021, issuedAug. 27, 1996, 
entitled ALLELIC ASSOCIATION OF THE HUMAN 
DOPAMINE (D~) RECEPTOR GENE IN COMPULSIVE 
DISORDERS SUCH AS ALCOHOLISM describes a 
method for diagnosing compulsive disease predisposition of 
an individual. The method comprises initially obtaining a 
DNA sample of said individual and then determining the 
presence or absence of a particular human D2 receptor gene 
allele in said sample. Detection of said allele in the sample 
is indicative of predilection to compulsive disease. A most 
preferred embodiment is to detect predisposition to alcohol 
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ism, particularly because said allele has been found to be 
present in a majority of clinically diagnosed alcoholics. The 
human D2 receptor gene A1 allele is most preferably 
detected in said sample. 

RDS Genetic Treatment 

[0038] 11. Li. US. Pat. No. 5,189,064, issued Feb. 23, 
1993, entitled TREATMENT OF COCAINE ADDICTION 
describes cocaine addiction treated by administration of an 
endorphinase or enkephalinase inhibitor, and optionally, a 
dopamine precursor, or a serotonin precursor, a GABA 
precursor, or an endorphin or enkephalin releaser. These 
components promote restoration of normal neurotransmitter 
function and are non-addictive. Use of the dopamine pre 
cursors L-phenylalanine or L-tyrosine, the enkephalinase 
inhibitor D-patent opinion letters and infringement judge 
ment). 
[0039] 12. US. Pat. No. 4,761,429, issued Aug. 2, 1988, 
entitled ENKEPHALINASE AND ENDORPHINASE 
INHIBITORS AS ANTI-CRAVING COMPOSITIONS, 
describes a new class of anti-craving compositions provided 
by substances which inhibit breakdown of endogenous sub 
stances such as enkephalins and/or endorphins. An anti 
alcohol craving effect is observed with an enkephalin break 
down inhibitor. Speci?cally, D-phenylalanine, 
DL-phenylalanine, D-leucine, DL-leucine, and hydrocin 
namic acid, each an enkephalin breakdown inhibitor, sig 
ni?cantly lowered alcohol intake in animals and humans. 
The anti-alcohol desire effect is observed in animals geneti 
cally prone to choose alcohol over water solutions. 

[0040] 13. A US. patent application ?led Apr. 29, 1998, 
entitled ALLELIC POLYGENE DIAGNOSIS OF 
REWARD DEFICIENCY SYNDROME AND TREAT 
MENT describes enhancement of attentional processing 
attained by administration of an endorphinase inhibitor or 
enkephalinase inhibitor and optionally, a dopamine precur 
sor, or a serotonin precursor, a GABA precursor, or an 

endorphin or enk ephalinase releaser, or certain herbal 
compounds including rhodiola rosea extract (pharmaline) 
and/or huperZine. These components promote restoration of 
normal neurotransmitter function and the components com 
bined enhance the release of dopamine at the nucleus 
accumbens and are non-addictive. Use of the dopamine 
precursors L-phenylalanine, or L-Tyrosine, the enkephali 
nase inhibitor D-phenylalanine, and/ or the serotonin precur 
sor-hydroxytryptophan and a natural acetylcholenesterase 
inhibitor and chromium salts (i.e. picolinate, nicotinate, etc.) 
is especially preferred, but not limited to assist in relieving 
symptoms associated with brain phenylalanine de?ciency. 

[0041] 14. A PCT Patent Application ?led Apr. 29, 1998, 
entitled ALLELIC POLYGENE DIAGNOSIS OF 
REWARD DEFICIENCY SYNDROME AND TREAT 
MENT, describes enhancement of attentional processing by 
administration of an endorphinase inhibitor or enkephali 
nase inhibitor and optionally, a dopamine precursor, or a 
serotonin precursor, a GABA precursor, or an endorphin or 
enkephalinase releaser, or certain herbal compounds includ 
ing Rhodiola rosea extract (Pharmaline) and/or HuperZine. 
These components promote restoration of normal neu 
rotransmitter function and the components combined 
enhance the release of dopamine at the nucleus accumbens 
and are non-addictive. Use of the dopamine precursors 
L-phenylalanine, or L-Tyrosine, the enkephalinase inhibitor 
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D-phenylalanine, and/or the serotonin precursor-hydrox 
ytryptophan and a natural acetylcholenesterase inhibitor and 
chromium salts (i.e. picolinate, nicotinate, etc.) is especially 
preferred, but not limited to assist in relieving symptoms 
associated With brain phenylalanine de?ciency (See Table 
4). 
[0042] 15. A US. Provisional Patent ?led Jan. 12, 1999, 
entitled NEW CLASS OF ANTI-HYPERTENSIVE 
AGENTS INCLUDING INHIBITORS OF THE BREAK 
DOWN OF ENKEPHALINS AND/OR ENDORPHINS, 
AND COMBINATIONS OF SAID ANTI-HYPERTEN 
SIVE AGENTS WITH OTHER ANTI-HYPERTENSIVE 
DRUGS AND NATURAL SUBSTANCES, describes the 
invention involving the combination of certain inhibitors of 
Endorphinase or Enkephalinase or other related inhibitors of 
enZymes involved in the breakdown of natural opioid pep 
tides. These inhibitors could be from a group of D-amino 
acids and their metabolites (i.e. D-phenylalanine, Hydrocin 
namic acid D-leucine, etc.) and other precursor amino-acids, 
especially those Which effect dopamine synthesis (i.e. L-ty 
rosine) as Well as herbal-based natural substances (fairylike 
acid, pharmaline, hopers, haWthom). The addition of chro 
mium salts (picolinate, nicotinate & poly nicotinate etc.) to 
promote a reduced risk for diabetes, reduced cholesterol, and 
reduced blood pressure Will be most bene?cial. Other impor 
tant nutrients include Co-enZyme Q and Pycnogenol and 
D-Ribose. The combination of D-amino acids or other 
similar inhibitors of opioid peptidyl degradation With knoWn 
anti-hypertensive agents is also considered (See Table 2). 

Synergene Nutralife System 

[0043] Research into the potential market (See Table 5) 
prompted the development of the exclusive SynerGene 
NutraLife System~natural essentials, Which speci?cally has 
been designed to address health issues the natural Way. In 
this regard, people today are quite concerned With health and 
Well being issues. 

TABLE 5 

Health Concerns and Incidence of Illnesses 

Americans Concerned With General Well Being 271,800,000 
Americans Over Age 40 Concerned With 250,056,000 
General Well Being 
Americans Concerned With Mortality or Life 200,000,000 
Expectancy 
Incidence of Common Cold and In?uenza 157,000,000 
Americans Concerned With Cognition/memory/ 92,000,000 
focusing 
Incidence of Battling Obesity or Being Overweight 91,000,000 
Incidence of Hypertension 60,000,000 
Incidence of Sexual Dys?mction 56,000,000 
Incidence of Arthritis 35,000,000 
Incidence of Adult Children of Alcoholics 28,000,000 

[0044] Use of the products described herein to address 
What is termed dysfunctions of the “The Brain ReWard 
Cascade” through precursor amino-acid therapy and inhibi 
tion of the enZymatic breakdoWn of opioid peptides, such as 
the endogenous endorphins, is essential to establishing Well 
being and a healthy life-style. If properly addressed, espe 
cially via natural Ways, ultimately Will lead to a successful 
prescription Which alloWs people to achieve their life goal in 
better health through the SynerGene life style change system 
termed SMART~(SynerGene Management Amino-Acid 
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Replacement Therapy). A principal of this unique approach 
is the recognition that Well being involves the interaction of 
both our genes and the environment. 

[0045] In this regard, this is entering a neW phase in the 
search for ansWers to the ancient questions: 

[0046] What causes diseases? 

[0047] HoW can they be Prevented? 

[0048] HoW they can be cured? 

[0049] The past century has seen breakthroughs that led to 
an understanding of bacteria and infections; to extraordinary 
progress in the technology of diagnostics and to the art of 
surgery; to a neW understanding of the role of emotion in 
disease states; to an equally extraordinary expansion of the 
pharmacopeia; and to a neW understanding of the role of 
nutrition in brain function. 

[0050] NoW, We are approaching the most exciting period 
in the history of the human science. On the one hand, We are 
Watching the efforts of researchers as they push the inves 
tigational envelop: 

[0051] 1. viral infections responsible for al?ictions such 
as AIDS and certain of the cancers; 

[0052] 2. genetic anomalies that appear to be determin 
ing factors in neurological diseases such as cystic 
?brosis, and impulsive-compulsive-addictive disorders 
We term “ReWard De?ciency Syndrome” and related 
behaviors. 

[0053] 3. the design and synthesis of drugs that target 
speci?c receptor sites and enZymes; 

[0054] 4. plants and organisms that manufacture natural 
substances With therapeutic value. From earliest times 
individuals and sometimes Whole societies have self 
medicated With substances such as coca leaves, opium, 
and fermented sugars to relieve their fears or discom 
forts. NoW, scientists are carrying out systematic 
searches in the forests and the oceans that Will enrich 
the pharmacopeia. 

CyberPharm scientists are Watching the development of a 
neW orientation toWard the interaction of brain, emo 
tion, and behavior that may affect us even more pro 
foundly. As in the years When We Watched psychoso 
matic medicine clarifying the role of emotions in a 
variety of illnesses, We are noW beginning to under 
stand that genetic defects leading to de?ciencies and 
imbalances in neurotransmitters, enZymes, and recep 
tors may give rise to a Wide range of behavioral 
disturbances. These somatic syndromes constitute 
exciting neW frontiers in prevention and treatment of 
diseases or disorders. 

[0055] Just as emotional and mental disturbances cause 
organic disturbances leading to physical illness, so somatic 
predispositions, de?ciencies, or imbalances may cause emo 
tional and mental disturbances such as “ReWard De?ciency 
Syndrome” (See Table 6) and related behaviors but also 
anxiety, hostility, depression, or reclusive or anti-social 
attitudes and responses. 
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neuropeptidyl opiate, such as a substance being selected 
TABLE 6 from the group consisting of: 

ReWard De?ciency Syndrome Behaviors [0059] 1 an amlno acld 

dd' t' S P l bt N' t' C b [0060] 2 peptides 

Qaiifli 5:31am .5235? S m 13211111511106 1.55.5.6 [0061] 3 analogues er derivatives of (1) er (2) above. 
Bingeing and a neurotransmitter synthesis-promoting amount of 

Impulsive Attenltion Teufe?e Autism at least one neurotransmitter precursor selected from 
Behaviors De?clt . . Disorder the group consisting of the dopamine precursorsil 

Hyperactivity . 
Disorder Tyr. I-Phe and I-dopa; the serotonin precursorsiI-Trp 

Compulsive Aberrant Pathological and 5-hydroxytryptophan; and the gamma amino 
Behaviors seXu?l Gambling butyric acid (GABA) precursors-l-glutamine, 

, Behavior , , , I-glutamic acid, the amount of said substance and said 
Personality Conduct Antisocial Aggressive . . 

Disorders Disorder Personality Behavior neurotransmitter precursor being chosen so that the 
composition is effective in reducing the subJect’s crav 
ing. 

_ _ _ 0062 The S nerGene NutraLife Essentials have been 
[0056] The Inventor beheves that behavloral as Well as Elesigried by utilizing acomposition to affect brain chemistry 
Certain Physical anomalies may not be Primary aberrations, through amino-acid precursors and opioid peptide enZy 
but may represent instead, the effort Of the mind to adaPt to matic breakdown inhibitors and herbals and essential botani 
the consequences of defects in genes. cals to promote a health life style change. 

_ _ _ [0063] It should be understood that the SMART blend, 
The SynerGene NutraLlfe SMART Composmon based on the above referenced patent, is used in all the 

_ _ _ Neutraceutical products. In this regard each product consists 
[0057] It is relevant to point out that claim 10 of US. Pat. Ofa SMART blend Composition designed Speci?cally for the 
Ne~ 5,189,064, issued Feb- 23> 1993 essentially reads as disorder in question. The neutraceuticals Which contain a 
fOllOWSI SMART blend include KRA vEX, STIMEX, NicoEX, PMX 

and PROCOG. While Table 7 generally describes a number 
Apharmaceutical composition Which consists essentially of: of these essentials, speci?c details of a number of products 

are presented emphasiZing the rationale for basic activity, 
[0058] an Opiate destruction-inhibiting amount of at least animal and clinical research support and active ingredient 

one substance Which inhibits enZymatic destruction of a list, as Well as bene?ts and features. 

TABLE 7 

SynerGene TM 

Product Descriptions 

PRODUCT Type of 
NAMEl Product PURPOSE NEUROTRANSMITTER MECHANISM 

Dorfamin Neutraceutical Branded name of racemic formulation CyberPharm’s patented, branded combination of d 
(CNS) of dl-phenylalanine phenylalanine and l-phenylalanine Which is the major 

constituent of all neutraceuticals. 
KravEX2 Neutraceutical Reduces craving in Severe Alcoholism Designed to increase activity of the opioid peptide 

(CNS) system leading to dopamine release at the reWard site. 
Alcotox Neutraceutical Reduces Withdrawal symptoms Replenishes important electrolytes and enhances 

(CNS) of alcoholism during acute phase neurotransmitter balance. 
of Withdrawal 

BodySynergy3 TM Neutraceutical Reduces craving in Carbohydrate Designed to Stimulate the Brain Glucose Receptor 
(CNS) Bingeing Leading to Dopamine Release at the ReWard Site. 

Stll'HEX3’4 Neutraceutical Reduces craving in CracldCocaine Designed to maintain normal neurotransmitter balance 
(CNS) Dependence in brain reWard sites While enhances the release of 

Dopamine 
NicoEX3 TM Neutraceutical Reduce craving in Nicotine Designed to Activate Both the Dopamine ReWard Site 

(CNS) Dependence and Smoking Behavior and the Anxiety Brain Site including herbal calming 
essentials. 

GamboEX Neutraceutical Reduces compulsive behavior in Designed to Work Through Serotonergic and Opioid 
(CNS) Pathological Gambling Activation, the Neutraceutical Will Enhance Dopamine 

Release into the ReWard Site of the Brain. 
PolyEX Neutraceutical Reduces drug craving and drug Designed to maintain normal neurotransmitter balance 

(CNS) seeking behavior in patients With in brain reWard sites While enhances the release of 
multiple addictions. Dopamine 

PMX TM Neutraceutical Relieves symptoms of premenstrual During the luteal phase, PMX enhances the neurotransmitter 
(CNS) stress or premenstrual pathWays such as Serotonergic, opioidergic, 

dysphoric disorder GABAergic, and catecholeminergic including herbal 
female support essentials. 

ProCog TM Neutraceutical Attention De?cit Hyperactivity Designed to Stimulate the D1 Receptor Sites. Similar to 
(CNS) Disorder (ADHD) and Tourette’s Ritalin but is Accomplished via Natural Processes. Includes 

Disorder herbal cognitive essentials. 
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TABLE 7-continued 

SynerGene TM 

Product Descriptions 

PRODUCT Type of 

NAMEl Product PURPOSE NEUROTRANSMITTER MECHANISM 

ProFlex Nutraceutical Reduces systemic pain, muscle Enhances opioid peptide activity by inhibiting break 

(PNS) and joint in?ammation thereby down of the opioids. Provides synergistic analgesic 

increasing joint mobility and and anti-inflammatory properties by combining dl 
reducing pain in intractable pain Phenylalanine and ganoderma lucidum and other herbs 

patients Working through multiple mechanisms including 
prostaglandins 

CardioPtex Nutraceutical Long term reduction of high Enhances opioid peptide activity by inhibiting break 

(PNS) blood pressure without affecting down of the opioids resulting in peripheral dopamine 

normal blood pressure release. Includes natural cognitive enhancers and anti 

hypertensive agents. 
Stress-Ex Neutraceutical Reduces general background Enhances opioid peptide activity by inhibiting break 

(CNS) stress, anxiety, and depression; down of the opioids resulting in peripheral dopamine 
provides symptomatic treatment release. May affect phenylethylamine activity. Includes 

of posttraumatic stress disorder herbal calming essentials. 

ImunoPro Nutraceutical Enhance Immune response Enhances opioid peptide activity by inhibiting break 

(PNS) down of the opioids resulting in peripheral dopamine 
release including Zinc complexes of dl-Phenylalanine 
and other immune enhancing herbals. 

1Subject to name search and registration 

2The used of our amino acid formulation in “Alcostat” has resulted in a six fold reduction in the number of patients leaving treatment 
Against Medical Advice, or leaving treatment before completion. 
3The amino acid found in “StimEx” is a patented neutraceutical of CyberPharm’s called Tropamine. Of all commonly used madications for 
the treatment of cocaine addiction, Tropamine has been clinically determined to be the most effective in preventing or reducing detoxi?ca 
tion symptoms. 
4The amino acid found in Tropamine has been found to be the most effective of all commonly used medications for the treatment of cocaine 
addiction in preventing relapse and in providing maintenance after treament. 

[0064] SynerGene NutraLife Essentials, Neutraceuticals, 
is a selective grouping of products providing unique dietary 
supplements comprised of SMART Blend and speci?c vita 
mins and minerals formulated to support healthy brain 
chemistry balance which promotes the normal physiological 
drives of hunger, drinking and sex. The basic concept of this 
important category resides in the understanding that impul 
sive-compulsive-addictive behaviors constitute a very sig 
ni?cant proportion of the world population. In the United 
States alone there are 28 million adult children of alcoholics, 
twenty-two million a alcoholics, ?fty-four million smokers, 
ninety-two million overeaters/obese, ten million cocaine 
dependent persons, ?ve to eight million young children with 
attention de?cit-hyperactivity (ADHD), over three million 
pathological gamblers and millions of sex addicts. Over the 
last three decades our understanding of this grave societal 
dilemma has grown and today in the 90’s we are in the 
decade of the brain. Certainly, even more rapid advances 
will come before the millennium. While the basic pharma 
cology, biochemistry, neurochemistry, toxicology, and phar 
macogenetics of abusable drugs have not changed much 
over the years, the psycho-biology and molecular genetic 
aspects of a new discipline known as Addiction Medicine 

(supported by the American Medical association), have 

signi?cantly increased with better understanding of the 
meaning of the addiction process in general. 

[0065] One important outcome of the basic understanding 
of addiction medicine is “Reward De?ciency Syndrome”. In 
this term scientists embrace the fact that addictive impulsive 
compulsive behaviors including alcoholism, attention de?cit 
disorder, drug abuse, smoking behavior and food bingingi 
may have a common genetic root. The SynerGene NutraLife 
neutraceuticals were designed to address this dilemma. The 
inventor foresees the possibility for promoting a healthier 
life-style change in those victims carrying the genetic pre 
disposition to related “reward seeking” behaviors. 

[0066] Scienti?c evidence reveals the healing powers of 
botanicals, herbals and amino-acids. These natural sub 
stances have been associated with stress reduction, anti 
hypertension, enhancement of mood, improved immune 
response, stimulation of sexual performance, increased 
focus and cognition, reduced carbohydrate binging, and 
anti-craving action. Herbs and phyto-medicines are experi 
encing explosive growth in pharmacies and other mass 
market retail outlets. An estimated 30 percent of American 
adults (60 million persons) are reported to be using herbs 
and phyto-medicinal products, spending an estimated $3.24 
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billion in 1996 and much more in the years to folloW. An 
excellent example of the mainstream acceptance of Well 
researched herbs and phyto-medicines can be seen in a huge 

increase in sales of St. John’s Wort, Ginko, Ginsing, Garlic, 
Echinacia and SaW Palmetto. Granting herbs some legal 
protection as dietary supplements in the United States, Was 
clari?ed in the report from the senate committee on Labor 
and Human Resources that accompanied Senate Bill 784, 
the HatchHarkin bill, eventually passed and became the 
DSHEA. 

[0067] The natural healing poWers of many herbals and 
botanicals have been knoWn for thousands of years, and 
even more profound is the understanding that brain endog 
enous mechanisms seed natural healing processes leading to 
Well being. Therefore, combining nature’s photo-medicines 
and amino-acid precursors to alter brain chemistry (a?cect on 
the mind), contributes to a poWerful healing approach. 

[0068] The SynerGene NutraLife Essentials meet estab 
lished standards for purity and all products are subject to 
testing through rigorous quality-control methods. 

[0069] Nutraceuticals are the category the products 
address peripheral disorder that are still in?uenced by the 
brain but the products are a combination of speci?c herbals 

Apr. 13, 2006 

and natural patented substances having very speci?c uses 
Which have end actions on organs controlled by the periph 
eral nervous system. For example, the uses of D-amino acids 

such as d-phenylalanine have analgesic and anti-in?amma 
tory actions as Well as the use of Water extracts of gander 

malucidum as an anti-in?ammatory. Another example of 
CyberPharm nutraceutical products involves the anti-hyper 
tensive properties of enkephalinase inhibitors including 
d-phenylalanine. In the area of immune enhancement, 
CyberPharm has products involving the combination of 
Zinc-dlphenylalanine and herbals Which promote a positive 
immune response. The products in this category include 
PRoFLEx, CARDIOPLEX, and MuNoPRo (See the Intel 
lectual Property Section above for a more detailed descrip 
tion of the science and technology behind these products). 
The Neutraceutical Product, KRAVEX, consists of amino 
acid precursor amines, natural enkephalinase inhibitors, 
minerals, vitamins trace metals, and herbals. The product is 
designed to promote normal physiological drive especially 
in individuals prone to addictive behavior of the depressant 
kind. Based on a number of clinical trials (See Table 4), the 
KRAVEX essential is designed to a?cect abnormal cravings 
for depressant type abusable substances such as alcohol, 
barbiturates and benZodiaZepine anti-anxiety agents. 
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[0070] Our brain chemistry could be compromised either 
at birth through genetic variants and/or through environ 
mental elements resulting in an impaired Brain Reward 
Cascade and a hypodopaminergic dysfunction. In fact it is 
important to realize that as We get older We tend to lose 
dopamine function Which leads to craving behavior in our 
senior citizens. It is for this reason that many of our older 
population abuse psychoactive prescription medication 
(tranquilizers) and even alcohol. Because of this, proper 
nourishment is essential for the health of brain function to 
reduce aberrant cravings for certain substances like alcohol 
or depressant drugs. 

[0071] KRAVEX is a unique, scienti?cally advanced 
product that provides a multi-nutritional approach to normal 
brain function. It supplies your brain With a proprietary 
blend of amino-acids to mimic the Brain ReWard Cascade 
providing proper balance consisting of chromium salts to 
enhance penetration of select precursor amino-acids (tryp 
tophan to assist in the synthesis of serotonin), minerals, 
vitamins, ribo?avin and folic acid to act as co-factors for the 
production of neurotransmitters, and Kava Kava as a natural 
calming substance, as Well as both calcium and magnesium 
to regulate neurotransmitter release, and Arctic root, knoWn 
as Rhodiola rosea (the Russian alpine plant) Which promotes 
healthy serotonergic and dopaminergic balance, thereby 
promoting balanced mood. In this essential, arctic root 
extract is standardized to 1.0 percent rosavins and 1.0 
percent salidrsides. 

TABLE 8 
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sors and enkephalinase inhibition may simulate the brain’s 
reWard system and compensate for neurotransmitter imbal 
ance (thereby attenuating craving behavior). In an attempt to 
understand that depressant-drug abuse seeking behavior 
(craving), is a subset of generalized craving behavior 
(ReWard De?ciency Syndrome), due in part to loW dopam 
ine function (an impaired reWard cascade), scientists believe 
individuals self-heal through biochemical attempts to alle 
viate the loW dopaminergic brain activity via drug (alcohol) 
reWard site interaction. Since the brain is made up of 200 
billion cells and these cells require good nutrition, Which 
includes minerals, vitamins, trace metals and amino acids, 
this neutraceutical provides these important elements in a 
special brain stabilizing blend along With ancient calming 
herbals (benzodiazepinelike) Which together reduce craving 
and enhances Well being. 

[0073] Nutritional Information 

TABLE 9 

Supplement Facts 
Serving Size: 1 Caplet 

Servings Per Container: 90 

Amount per Serving % Daily Value 

Blend + 

Arctic Root Extract (Rhodiola Rosea) 300 mg + 
Standardized to 1.0% Rosavins, 25 mg 

BENEFITS FEATURES 

Formulated to Increase Well Being.* Features Patented Blend of Amino-acids. 

Helps Your Body to Adjust to Stress* Contains Chromium With Active Compounds Such as 

Ribo?avin, Pantothenic Acid, and Cyanocobalamin. 

Designed to Balance the 

“Brain Reward Cascade”* 

Activity. 

Induces the Brain to Have Normal 

Physiological Urges* 

Includes Such Herbals as Kava Kava and Rhodiola Rosea. 

a Russian Alpine Plant With Neurotransmitter Balancing 

Includes Patented Natural Endorphin Enhancers. 

Reduces Craving for Depressant-like Consists of Calcium and Magnesium for Proper Dopamine 

Substances* Release. 

*These statements have not been evaluated by the Food and Drug Administration. This product is 
not intended to diagnose, treat, cure or proven; disease. 

[0072] In terms of craving behavior each product devel 
oped Will address a speci?c type of craving. In this regard, 
KRAVEX, has been designed to effect addiction to depres 
sant-like drugs such as alcohol, barbiturates and tranquiliz 
ers. The basic pharmacological principal, is like treats like. 
Therefore, the ingredients found in this neutraceutical pro 
motes a feeling of calm and increased Well being. In general, 
since de?cits have been found in brain chemical functions 
underlying craving behavior, and since these de?cits may be 
alleviated by facilitated dopamine release consequent to the 
use of drugs such as alcohol, combining amino-acid precur 

TABLE 9-continued 

Supplement Facts 
Serving Size: 1 Caplet 

Servings Per Container: 90 

Amount per Serving % Daily Value 

Standarized to 1.0% Salidrosaides 

Kava Kava (Root) 90 mg + 
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TABLE 9-continued 

Supplement Facts 
Serving Size: 1 Caplet 

Servings Per Container: 90 

Amount per Serving % Daily Value 

German Chamomile (Flower Heads) + 
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Hops (Strobiles) 

+ Minimum Daily Requirements not established for this ingredient. 
Important Notes: 
Do not take this product if you are pregnant or nursing, if you are taking 
an MAO inhibitor type anti-depressant or if you are knoWn to have PKU. 
Do not exceed the recommended dose except under the supervision of a 
physician. Do not use With other substances that cause droWsiness (alco 
hol). Use caution When operating a motor vehicle or machinery. If you are 
under a physician’s care or taking medication, consult your health care 
practitioner. 

[0074] 
of the SMART~Blend, (See Table 10). 

It is important to realize that each product consists 

TABLE 10 

SMART TM Blend Composition in KravEx TM and Rationale for Use 
(Amounts are for a daily dose of six Caplets) 

Restorative 
Ingredient Amount Action Mechanism Behavioral Change 

d-Phenylalanine 750 mg. Enkephalins Enzyme Inhibition Anti-Craving 
Anti-Depression 

l-Phenylalanine 750 mg. Dopamine Precursor Loading ReWard 
Norepinephrine Anti-Depression 

l-5-Hydroxytryptophan 20 mg. Serotonin Precursor Loading Anti-Craving 
Anti-Depression 
Anti-Insomnia 

l-Glutamine 300 mg. GABA Precursor Loading Anti-Craving 
Anti-Stress 

Vitamin B Complex Neurotransmitter Synthesis Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Thiamin HCL 100 Mg. Vitamin B Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Riboflavin 15 mg. Vitamin B2 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Niacinamide 100 mg. Vitamin B3 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Pantothenic Acid 90 mg. Vitamin B5 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Pyridoxal-5-phosphate 20 mg. Vitamin B5 Active Metabolite Promotes Gastrointestinal Facilitates Action of Neuro 
Absorption of Amino Acids transmitter 

Cyanocobalamin 6 pg. Facilitates Action of Neuro 
transmitter 

Ascorbate (Calcium) 750 mg. Neurotransmitter Synthesis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Folic Acid 400 pg. Neurotransmitter Synthesis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Zinc (Chelate) 30 mg. Neurotransmitter Syntheis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Calcium (Chelate) 150 mg. Neurotransmitter Regulates Neuro-transmitter Facilitates Action of Neuro 
Modulator Release transmitter 

Magnesium (Oxide) 150 mg. Neurotransmitter Regulates Neuro-transmitter Calmative 
Modulator Release 

Chromium Picolinate 1500 pg. Neurotransmitter Enhances Amino Acid Facilitates Action of Neuro 
Modulator Brain Penetration transmitter 
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[0075] STIMEX consists of amino-acid precursor amines, 
natural enkephalinase inhibitors, minerals, vitamins trace 
metals, and herbals. The product is designed to promote 
normal physiological drive especially in individuals prone to 
addictive behavior of the stimulant kind. Based on a number 
of clinical trials (See Table 4) the STIMEX essential is 
designed to a?cect abnormal cravings for stimulant-like 
drugs (i.e. cocaine). 
[0076] Our brain chemistry can be compromised either at 
birth through genetic variants and/ or through environmental 
elements resulting in an impaired Brain ReWard Cascade 
and a hypodopaminergic dysfunction. It is Well knoWn that 
loW dopamine function induces aberrant cocaine-seeking 
behavior in both animals and humans. Blocking dopamine 
receptors With speci?c dopamine type 2 receptor antagonists 
has been shoWn to induce abnormal cravings for stimulant 
like drugs such amphetamines and cocaine. In the February 
1999 issue of the American Journal of Psychiatry (1999) it 
Was reported that chronic cocaine abusers have a loW 
number of total dopamine nerve terminals and a high 
number of cocaine metaboliZing sites (dopamine transporter 
binding sites). These dopaminergic abnormalities contribute 
to cocaine craving behavior. 

[0077] Because of this, proper nourishment is essential for 
the health of brain function to reduce aberrant cravings for 
substances that release dopamine from the neurons in the 
reWard sites of the brain such as certain stimulants like 
cocaine. STIMEX is a unique, scienti?cally advanced prod 
uct that provides a multi-nutritional approach to normal 
brain function. The product supplies your brain With a 
proprietary blend of amino-acids to mimic the reWard cas 
cade providing proper balance, chromium salts to enhance 
penetration of select precursor amino-acids (tryptophan to 
assist in the synthesis of serotonin) minerals, vitamins, 
ribo?avin and folic acid to act as co-factors for the produc 
tion of neurotransmitters, certain stimulant type herbalsi 
Ginger Root, Siberian Ginsing Root, and a mood enhancer 
proprietary blend (Gotu Kola Leaf, Cola Nut, and Mate) as 
Well as both calcium and magnesium to regulate neurotrans 
mitter release, and Fairylike acid, a natural substance Which 
promotes brain chemistry balance by its action on the 
serotonergic, opioid peptidergic (Endorphins) and dopam 
inergic pathWays. 

TABLE 11 

Apr. 13, 2006 

[0078] STIMEX is designed to a?cect addiction to stimu 
lant-like drugs such as cocaine, amphetamines, ca?‘eine The 
basic pharmacological principal, is like treats like. There 
fore, the ingredients found this addiction essential promotes 
a feeling of Well being. In general, since de?cits have ben 
found in brain chemical functions underlying craving behav 
ior, and since these de?cits may be activated by facilitated 
dopamine release consequent to the use of stimulant-type 
drugs like cocaine and amphetamines, combining amino 
acid precursors and enkephalinase inhibition may simulate 
the brain’s reWard system and compensate for neurotrans 
mitter imbalance (thereby attenuating craving behavior). It 
is noW understood that stimulant-like drugs induce dopam 
ine release in the reWard sites of the brain and stimulant drug 
seeking behavior (craving) is a subset of generaliZed craving 
behavior (“Reward De?ciency Syndrome”), due in part to 
loW dopamine function (an impaired cascade). Scientists 
believe that, for example cocaine addicts, self-heal through 
biochemical attempts to alleviate the loW dopaminergic 
brain activity via cocaine-reWard site interaction. Since the 
brain is made up of 200 billion cells and these cells require 
good nutrition, Which includes minerals, vitamins, trace 
metals and amino acids, this addiction-essential provides 
these important elements in a special brain stabiliZing blend 
along With Well-being enhancer herbals (dopaminergic-like) 
Which reduces craving for stimulants by enhancing dopam 
inergic function through natural replacement therapy. 

[0079] Nutritional Information 

TABLE 12 

Supplement Facts 
Serving Size: 1 Caplet 

Servings Per Container: 90 

Amount per Serving % Daily Value 

Blend + 

Methionine 60 mg + 

Octacosinol 2 mg + 

BENEFITS FEATURES 

Formulated to Increase Well Being.* Features Patented Blend of Amino-acids. 

Helps Your Body to Adjust to Stress* Contains Chromium With Active Compounds Such as 

Ribo?avin, Pantothenic Acid, and Cyanocobalamin. 

Designed to Balance the 

“Brain Reward Cascade”* 

Induces the Brain to Have Normal 

Physiological Urges* 
Reduces Craving for Stimulant-like 

Substances* 

Nut, Mate, and Gaza Kola 

Release. 

Includes such herbals as Fenulic acid, Ginsing, Ginger, Cola 

Includes Patented Natural Endorphin Enhancers. 

Consists of Calcium and Magnesium for Proper Dopamine 

*These statements have not been evaluated by the Food and Drug Administration. This product is not 
intended to diagnose, treat, cure or prevent disease. 
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TABLE 12-continued 

Supplement Facts 

Serving Size: 1 Caplet 

14 
Apr. 13, 2006 

TABLE 12-continued 

Supplement Facts 
Serving Size: 1 Caplet 

Servings Per Container: 90 

Servings Per Container: 90 

Amount per Serving 

Amount per Serving % Daily Value 

% Daily Value 

Stim Blend 75 mg 

Ginger Root 

Siberian Ginsing 

Mood Enhancer Blend 200 mg 

Mate Folium 
Ferulic Acid 50 mg 

+ 

+ 

+ Minimum Daily Requirements not established for this ingredient. 
Important Notes: 
Do not take this product if you are pregnant or nursing, if you are taking 
an MAO inhibitor type anti-depressant or if you are knoWn to have PKU. 

+ Do not exceed the recommended dose except under the supervision of a 
physician. Reduce intake of caffeine if you are under a physician’s care or 
taking medication, consult your health care practitioner. 

G01” Kola L??f + [0080] It is important to realize that each product consists 
Cola Nut + of the SMART blend, Which varies With each speci?c 

product (See Table 13). 

TABLE 13 

SMART TM Blend Composition in StimEx TM and Rationale for Use 

(Amounts are for a daily dose of six Caplets) 

Restorative 

Ingredient Amount Action Mechanism Behavioral Change 

d-Phenylalanine 750 mg. Enkephalins Enzyme Inhibition Anti-Craving 
Anti-Depression 

l-Phenylalanine 750 mg. Dopamine Precursor Loading ReWard 
Norepinephrine Anti-Depression 

l-Tyrosine 900 mg. Dopamine Precursor Loading ReWard 
Norepinephrine Anti-Depression 

Anti-Stress 
l-5-Hydroxytryptophan 20 mg. Serotonin Precursor Loading Anti-Craving 

Anti-Depression 
Anti-Insomnia 

l-Glutamine 300 mg. GABA Precursor Loading Anti-Craving 
Anti-Stress 

Vitamin B Complex Neurotransmitter Synthesis Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Thiamin HCL 100 Mg. Vitamin B Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Riboflavin 15 mg. Vitamin B2 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Niacinamide 100 mg. Vitamin B3 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Pantothenic Acid 90 mg. Vitamin B5 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Pyridoxal-5-phosphate 20 mg. Vitamin B4 Active Metabolite Promotes Gastrointestinal Facilitates Action of Neuro 
Absorption of Amino Acids transmitter 

Cyanocobalamin 6 pg. Facilitates Action of Neuro 
transmitter 

Ascorbate (Calcium) 600 mg. Neurotransmitter Synthesis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Folic Acid 400 pg. Neurotransmitter Synthesis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Zinc (Chelate) 30 mg. Neurotransmitter Syntheis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Calcium (Chelate) 150 mg. Neurotransmitter Regulates Neuro-transmitter Facilitates Action of Neuro 
Modulator Release transmitter 

Magnesium (Oxide) 150 mg. Neurotransmitter Regulates Neuro-transmitter Calmative 
Modulator Release 

Chromium Picolinate 1500 pg. Neurotransmitter Enhances Amino Acid Facilitates Action of Neuro 

Modulator Brain Penetration transmitter 



US 2006/0079495 A1 

[0081] NICOEX consists of amino-acid precursor amines, 
natural enkephalinase inhibitors, minerals, vitamins trace 
metals, and herbals. The product is designed to promote 
normal physiologic drive especially in individuals prone to 
addiction to nicotine. 

[0082] While there is a paucity of research with regard to 
NICOEX, in contrast, there are a number of clinical trials 
with regard to the Addiction-Essential Blend and alcoholism 
(See Table 4). Scientists are in agreement that both nicotine 
and alcohol commonly induce the release of dopamine from 
reward site neurons. In fact, there is strong evidence that the 
increase in dopamine levels in the brain reward site (n. 
accumbens) produced by alcohol is mediated by nicotinic 
receptors. In the February 1999 issue of Alcohol it was 
reported that alterations in the nicotinic system a?fects 
alcohol self-administration in animals. Taken together this 
suggests that since the neutraceutical was quite effective in 
reducing alcohol craving then other dopamine releasing 
drugs like nicotine also would be similarly a?fected. Because 
of this, proper nourishment is essential for the health of brain 
function to reduce aberrant cravings for substances that 
release dopamine from the neurons in the reward sites of the 
brain such as nicotine. 

[0083] NICOEX is a unique, scienti?cally advanced prod 
uct that provides a multi-nutritional approach to normal 
brain function. The product supplies your brain with a 
proprietary blend of amino-acids to mimic the Brain Reward 
Cascade providing proper balance, chromium salts to 
enhance penetration of select precursor amino-acids (tryp 
tophan to assist in the synthesis of serotonin), minerals, 
vitamins, ribo?avin and folic acid to act as co-factors for the 
production of neurotransmitters, certain calming herbals 
Ashwagandha Root Extract, Valerian Root Extract, Kava 
Kava (root), Chamomile (?ower-head), and Hops (stro 
biles). Other ingredients include Lecithin, and Beta-Caro 
tene. This essential could be part of a NicoEx Quit Kit which 
will be comprised of a Life Style Change Plan, and a 
specially designed anti-nicotine cigarette ?lter using an ion 
exchange resin. The kit also could include a homeopathic 
quit smoking blend. 

TABLE 14 
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[0084] Smoking involves far more than physical addiction 
to nicotine. The road to stop smoking is not simply a matter 

of “just saying no”. Similar to other addictive substances(i.e. 
alcohol, cocaine, glucose etc.), the most successful approach 
is to bring about a life-style change. The SMART approach 
to quitting corrects nutritional de?cits and emphasiZes 
improved nutritional intake, exercise and behaviors that will 
help the smoker become smoke-free. As a smoker, the body 
constantly is being robbed of vital nutrients. Moreover, the 
54 million smokers are not only placing their bodies under 
the in?uence of stress-inducing substances like nicotine, but 
may indeed be more genetically prone to overreact toward 
stressful events. This is based on a number of reports linking 

one variant of the dopamine D2 receptor gene to smoking 
behavior. This same variant has been linked to alcoholism, 

carbohydrate binging, cocaine dependence, pathological 
gambling and an inability to cope with stress. In this regard, 
nicotine is known to release dopamine from neurons in the 

brain reward site and this effect is paramount to its addictive 
qualities. Scientists believe that nicotine dependent persons, 
self-heal through biochemical attempts to alleviate the low 
dopaminergic brain activity via nicotine-reward site inter 
action. Stress is an inescapable element in life which can 

negatively impact your health and is linked to many disor 
ders such as substance abuse, cancer, cardiovascular disor 

ders, headaches, ulcers, weakened immune response as well 
as other health problems. It is noteworthy, that abuse of 
nicotine via smoking is linked to stress and smoking behav 
ior leads to poor nutrition. Since the brain is made up of 200 

billion cells and these cells require good nutrition, which 
includes minerals, vitamins trace metals, and amino acids, 
this addiction-essential provides these important elements in 
a special natural calming blend along with the anti-craving 
composition which reduces craving for nicotine by enhanc 
ing dopaminergic function through natural replacement 
therapy. 

BENEFITS FEATURES 

Formulated to reduce nicotine craving* Features Patented Blend of Amino-acids. 

Helps Your Body to Adjust to Stress* Contains Chromium with Active Compounds Such as 

Ribo?avin, Pantothenic Acid, Cyanocobalamin, Lecithin, and 
Beta-Carotene. 

Designed to Re-Balance the 

“Brain Reward Cascade”* 

Induces the Brain to Have Normal 

Physiological Urges* 
Designed to Offset Weight Gain from 

Kava Kava, and Charmomile 

Includes such herbals as Ashwaganda Root, Valerian Root, 

Includes Patented Natural Endorphin Enhancers. 

Consists of Calcium and Magnesium for Proper Dopamine 

Smoking Withdrawal* Release. 

Formulated to Increase a Sense of Includes Ascorbic Acid to Assist in Withdrawal 

Well Being* 

*These statements have not been evaluated by the Food and Drug Administration. This product is not 
intended to diagnose, treat, cure or prevent disease. 
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[0085] Nutritional Information 
TABLE l5-continued 

TABLE 15 
Supplement Facts 

Serving Size: 1 Caplet 
Servings Per Container: 90 Supplement Facts 

Serving Size: 1 Caplet 
Servings Per Container: 90 Amount per Serving % Daily Value 

Kava Kava (root) + 
Amount per Serving % Daily Value German Chamomile (?ower-head) + 

Hops (strobiles) + 
Blend + I I I I I I I I 

L?cithin 120 mg + + Minimum Daily Requirements not established for this ingredient. 
I Important Notes: 

Baa carom“? 25>000 I'U' 500 Do not take this product if you are pregnant or nursing, if you are taking 
Ashwaganha Root Extract 200 mg + an MAO inhibitor type anti-depressant or if you are known to have PKU. 

. . . Do not exceed the recommended dose except under the supervision of a 
O 

Standanz?d to 15A) Wlthanohd?s’ 3 mg physician. Do not use With other substances that cause drowsiness (alco 

stélndariZcd t0 1% Alk?lOidS, 2 mg hol). Use caution When operating a motor vehicle or machinery. If you are 
Val?ian Root Extract 67 mg + under a physician’s care or taking medication, consult your health care 

I practitioner. 
Standardized to 0.8% 

Valsranic Acid, 0-5 mg [0086] It is important to realize that each product consists 
Calming Blend 133 mg + of the SMART Blend, Which varies slightly With each 

speci?c product (See Table 16). 

TABLE 16 

SMART TM Blend Composition in NicoEx TM and Rationale for Use 
(Amounts are for a daily dose of six Caplets) 

Restorative 
Ingredient Amount Action Mechanism Behavioral Change 

d-Phenylalanine 750 mg. Enkephalins Enzyme Inhibition Anti-Craving 
Anti-Depression 

t-Phenylalanine 750 mg. Dopamine Precursor Loading ReWard 
Norepinephrine Anti-Depression 

t-Tyrosine 750 mg. Dopamine Precursor Loading ReWard 
Norepinephrine Anti-Depression 

Anti-Stress 
t-5-Hydroxytryptophan 20 mg. Serotonin Precursor Loading Anti-Craving 

Anti-Depression 
Anti-Insomnia 

t-Glutamine 400 mg. GABA Precursor Loading Anti-Craving 
Anti-Stress 

Vitamin B Complex Neurotransmitter Synthesis Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Thiamin HCL 100 Mg. Vitamin B Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Ribo?avin 15 mg. Vitamin B2 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Niacinamide 100 mg. Vitamin B3 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Pantothenic Acid 90 mg. Vitamin B5 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Pyridoxal-5-phosphate 20 mg. Vitamin B5 Active Metabolite Promoters Gastrointestinal Facilitates Action of Neuro 
Absorption of Amino Acids transmitter 

Cyanocobalamin 5 pg. Facilitates Action of Neuro 
transmitter 

Ascorbate (Calcium) 500 mg. Neurotransmitter Synthesis Enzymes Co-Factor Facilitates Action of Neuro 
transmitter 

Folic Acid 600 pg. Neurotransmitter Synthesis Enzymes Co-Factor Facilitates Action of Neuro 
transmitter 

Zinc (Chelate) 30 mg. Neurotransmitter Synthesis Enzymes Co-Factor Facilitates Action of Neuro 
transmitter 

Calcium (Chelate) 150 mg. Neurotransmitter Regulates Neuro-transmitter Facilitates Action of Neuro 
Modulator Release transmitter 

Magnesium (Oxide) 150 mg. Neurotransmitter Regulates Neuro-transmitter Calmative 
Modulator Release 

Chromium Picolinate 1500 pg. Neurotransmitter Enhances Amino Acid Facilitates Action of Neuro 
Modulator Brain Penetration transmitter 
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[0087] PMX consists of amino-acid precursor monoam 
ines, natural enkephalinase inhibitors, minerals, vitamins, 
trace metals, and herbals. The product is designed to pro 
mote normal physiologic drive especially in individuals 
prone to Premenstrual Dysphoric Disorder (PMDD). a pre 
menstrual mood disorder that recurs cyclically during the 
majority of menstrual cycles. 

[0088] While there is a paucity of research With regard to 
PMX in contrast there are number of clinical trials With 

regards to the neutraceutical and “Reward De?ciency Syn 
drome” and related behaviors (See Table 4). It is noteWorthy, 
a former product knoWn as SAAVE, in Which over 100,000 
female alcoholics used to reduce craving, many reported 
attenuation of PMDD symptoms. The scienti?c basis for this 
effect resides in the affect PMX Will have on the brain’s 
“Brain ReWard Cascade”. The four pathWays involved 
include Serotonergic, Opioidergic (endorphins), GABAer 
gic and Adrenergic. In Women With severe premenstrual 
dysphoria it Was found that compared With asymptomatic 
controls, symptomatic Women have loWer levels of seroto 
nin. It also has been found that during the luteal phase 
platelet serotonin uptake is decreased With PMDD as com 
pared to controls. In addition, depleting the serotonin pre 
cursor tryptophan is signi?cantly more likely to provoke 
premenstrual symptoms during both luteal and follicular 
phases in PMDD patients compared to asymptomatic 
Women. In four studies it Was found that loWer luteal phase 
Beta-endorphin levels in symptomatic patients compared 
With controls. More over, during the premenstrual period, 
levels of both endorphin and estrogen change rapidly and 
there are reports that narcotic antagonists reduce PMDD 
symptoms. Others have found decreases in plasma gamma 
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aminobutyric acid levels during the luteal phase in Women 
With PMDD symptoms. Recently, it Was found that plasma 
methionine-enkephalin and a decrease in plasma norepi 
nephrine levels on day 22 in menstrual migraine group and 
an increase in plasma methionine, norepinephrine during 
pain. Moreover, While the above biological evidence does 
not de?nitively implicate any single, neurobiological sys 
tem, changes in serotonin levels, endorphinergic activity, 
GABA levels and adrenergic binding activity, suggest neu 
robiological abnormalities associated With an impaired 
“Brain ReWard Cascade” and subsequent expression of 
PMD. Because there is no single-neurotransmitter involved 
but instead it is a multi-neurotransmitter phenomenon, 
proper nourishment is essential for the health of brain 
function to reduce PMDD expression. 

[0089] PMX is a unique, scienti?cally advanced product 
that provides a multi-nutritional approach to normal brain 
function. The product supplies your body With a patented 
blend of amino-acids to mimic the reWard cascade providing 
proper balance, chromium salts to enhance penetration of 
select precursor amino-acid (tryptophan to assist in the 
synthesis of serotonin), minerals, vitamins, ribo?avin and 
folic acid to act as co-factors for the production of neu 

rotransmitters, certain natural patented pain killers-d-phe 
nylalanine (See US. Pat. No. 4,687,781) and belladonna, a 
natural anti-anxiety blendipassion?oWer, hops, and, 
Female Support Blend-black cohash root, chaste tree fruit, 
ipri?avone, and natural anti-spasmotics-peppermint leaf, 
Scopolia root, and licorice root. In the largest study ever 
conducted on PMDD, patients administered 1200 mg of 
calcium reported symptoms at a rate of ?fty percent of those 
patients on the placebo. 

TABLE 17 

BENEFITS FEATURE S 

Formulated to reduce PMDD and PMS Symptoms* 

Helps Your Body to Adjust to Stress* 

Features Patented Blend of Amino-acids. 

Includes Patented Natural Pain Killer 

Designed to Re-Balance the “Brain Reward Cascade”* Includes Patented Natural Endorphin Enhancers. 

Helps Your Body to Reduce Pain, and Elevate Mood* Contains Chromium With Active Compounds Such as 

Formulated to Enhance a Sense of Well Being* 

Ribo?avin, Pantothenic Acid, Cyanocobalamin, Calcium and 

Magnesium for Both Co-factors and Neurotransmitter 

Release. 

Consists of Anti-anxiery, Anti-spasmodic and Female Support 

Blends. 

*These statements have not been evaluated by the Food and Drug Administration. This product is not intended to 
diagnose, treat, cure or prevent disease. 

SYNOPSIS 
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These statements have not been evaluated by the Food and 
Drug Administration. This product is not intended to diag 
nose, treat, cure or prevent disease. 

[0090] Premenstrual Dysphoric Disorder (PMDD) is a 
premenstrual mood disorder that recurs cyclically during the 
majority of menstrual cycles. It is included under the cat 
egory of Depressive Disorders not otherwise speci?ed in the 
American Psychiatric Association’s DSM-IV. However, a 
number of factors (biological and cognitive treatment 
responses) differentiate PMDD from other mood disorders. 
Despite the predictability of luteal phase symptom expres 
sion, the etiology of this disorder has not been established. 
Theories regarding hormonal and vitamin de?ciencies have 
been associated with PMDD. Moreover, neither absolute nor 
relative de?cits of progesterone, estrogen, prostaglandin, 
insulin, vitamin B6 or thyroid hormone have been estab 
lished in patient groups with PMDD. 

[0091] It is noteworthy, that certain drugs have been used 
to treat PMDD such as antidepressants (clonipramine, ?u 
oxitine, buprion, paroxetine, maprotiline, sertraline, and 
fen?uramine). Most scientists would agree that one-single 
drug with only limited effects on one single or possibly even 
two individual neurotransmitters is insuf?cient to overcome 
the abnormal state of the “reward” system which occurs by 
hormonal shifts in the female pre-, during, and post-men 
strual phase. There is enough literature to indicate that the 
function of four ncurotransmittcr pathways (scrotoncrgic, 
opioidergic, GABAergic, and adrenergic) have been asso 
ciated with PMDD and related symptoms. 

[0092] Therefore, the SMART approach will in?uence the 
“Brain Reward Cascade” causing neurotransmitter release 
which induces an enhanced well being. Moreover, the com 
bination of providing pain relief, anti-spasmodic, anti-anxi 
ety herbal blends will have signi?cant impact on effecting 
symptoms associated with PMDD. For up to 10 days each 
month, some 25 million women suffer from bloating, cramp 
ing, moodiness, breast tenderness, migraines, acne and food 
cravings. TABLE 18 

Supplement Facts 
Serving Size: 1 Caplet 

Servings Per Container: 90 

Amount per Serving % Daily Value 

Blend 

Dandelion root 35 mg + 

Belladonna root 50 mg + 

Standardized to 0.125 mg total alkaloids, 
calculated as hyoscyamine. 
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TABLE l8-continued 

Supplement Facts 
Serving Size: 1 Caplet 

Servings Per Container: 90 

Amount per Serving % Daily Value 

Calming Blend 150 mg 

Passion?ower (passi?orae) + 

Hops (strobile) + 
German Chamomile (?ower heads) + 
Female Support Blend 100 mg 

Black Cohash (root) + 
Chaste Tree Fruit + 

Ipri?avone + 
Anti-Spasmotic Blend 

Peppermint leaf 50 mg + 

Scopolia root + 

Stanardized to 0.1 mg total alkaloids 

calculated as hyoscyamine 

Licorice root (equivalent to 25 mg glycyrrhizin) + 

+ Minimum Daily Requirements not established for this ingredient. 
Important Notes: 
Do not take this product if you are nursing, if you are taking an MAO 
inhibitor type anti-depressant or if you are known to have PRU. Do not 
exceed the recommended dose except under the supervision of a physi 
cian. Do not use with other substances that cause drowsiness (alcohol). 
Use caution when operating a motor vehicle or machinery. If you are 
under a physician’s care or taking medication, consult your health care 
practitioner. 

[0093] It is important to realize that each consists of the 
SMART Blend, which varies slightly with each speci?c 
essential (See Table 19). Below is the recommended formu 
lation of the supplement for PMS and PMDD; however, this 
basic formulation can be modi?ed by the selective addition 
of Cramp Bark (A Muscle Relaxant), Lavender Oil (A 
Topical Analgesic and Muscle Relaxant); Vitex (A Hormone 
Balancer That Stimulates Production of Progesterone to 
Alleviate Breast Tenderness, Mood Swings, Food Cravings, 
Acne, and Constipation); Valerian Root (A Sedative Which 
Relaxes Muscles and Reduces Anxiety and Moodiness 
Through Depressing the Central Nervous System); Devil’s 
Club (Eliminates Irritability, Fatigue, and Headaches), Dong 
Qual (relieves menstrual cramping, Evening Primrose 
(reduces breast tenderness), Flaxseed (reduces menstrual 
bleeding). 

TABLE 19 

SMART TM Blend Composition in PMX TM and Rationale for Use 
(Amounts are for a daily dose of six Caplets) 

Restorative 
Ingredient Amount Action 

d-Phenylalanine 750 mg. Enkephalins 

t-Phenylalanine 750 mg. Dopamine 
Norepinephrine 
Serotonin t-5-Hydroxytryptophan 20 mg. 

Mechanism Behavioral Change 

Enzyme Inhibition Anti-Craving 
Anti-Depression 

Precursor Loading Reward 
Anti-Depression 

Precursor Loading Anti-Craving 
Anti-Depr ession 
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TABLE 19-continued 

SMART TM Blend Composition in PMX TM and Rationale for Use 

(Amounts are for a daily dose of six Caplets) 

Restorative 
Ingredient Amount Action Mechanism Behavioral Change 

t-Glutamine 500 mg. GABA Precursor Loading Anti-Craving 
Anti-Stress 

Vitamin B Complex Neurotransmitter Synthesis Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Thiamin HCL 100 Mg. Vitamin B Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Riboflavin 15 mg. Vitamin B2 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Niacinamide 100 mg. Vitamin B3 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Pantothenic Acid 90 mg. Vitamin B5 Enzyme Co-Factor in Neurotransmitter Facilitates Action of Neuro 
Synthesis transmitter 

Pyridoxal-5-phosphate 20 mg. Vitamin B5 Active Metabolite Promotes Gastrointestinal Facilitates Action of Neuro 
Absorption of Amino Acids transmitter 

Cyanocabalamin 6 pg. Facilitates Action of Neuro 
transmitter 

Ascorbate (Calcium) 750 mg. Neurotransmitter Synthesis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Folic Acid 400 pg. Neurotransmitter Synthesis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Zinc (Chelate) 30 mg. Neurotransmitter Synthesis Enzyme Co-Factor Facilitates Action of Neuro 
transmitter 

Calcium (Chelate) 1200 mg. Neurotransmitter Regulates Neuro-transmitter Facilitates Action of Neuro 
Modulator Release transmitter 

Magnesium (Oxide) 150 mg. Neurotransmitter Regulates Neuro-transmitter Calmative 
Modulator Release 

Chromium Picolinate 1500 pg. Neurotransmitter Enhances Amino Acid Facilitates Action of Neuro 

Modulator Brain Penetration transmitter 

[0094] PROCOG consists of amino-acid precursor 
monoamines, natural enkephalinase inhibitors, minerals, 
vitamins, trace metals and herbals. The product is designed 
to promote normal physiological drive, enhance focus and 
memory and bring about normal behavioral activity in 
inattentive, compulsive hyperactive individuals. 

[0095] There is clinical evidence that the neutraceutical 
PROCOG signi?cantly enhances cognitive event-related 
potentials associated with performance. In fact, in young 
adult healthy volunteers the SMART Blend amino-acid 
composition enhanced visual attention tasks, spacial orien 
tation, contingent continuous performance and P300 wave 
magnitude and latency. In terms of cognition, it is well 
known that brain electrical activity analysis has revealed the 
existence of subtle neurological change in a wide variety of 
disorders including depressions, criminal pathology, Alzhe 
imers, auto-immune-de?ciency syndrome (AIDS), drug 
addictions and attention de?cit hyperactivity disorder 
(ADHD). With regard to the latter, a study in the early 70’s 
showed that a major ingredient in PROCOG, dl-phenylala 
nine, a natural enhancer of opioid peptides (endorphins), by 
preventing the breakdown of these biologically active pep 
tides, increased the mood and reduced anxiety in subjects 
diagnosed with ADHD. 

[0096] Our brain is an intricate organ that controls every 
thought, every move and every gesture we make moment by 
moment. In order to carry out these complex functions the 
brain depends on oxygen. Oxygen is vital for nerve cells to 

properly transmit chemical messengers. It is noteworthy, 
that experiments in swine, provide evidence that the natural 
opioid methionine-enkephalin when administered to the 
swine resulted in enhancement of blood ?ow in speci?c 
brain sites especially in the basal ganglia, frontal cortex, and 
hippocampus, important reinforcement and memory sites. It 
is logical that increases of the neurotransmitter enkephalin, 
by inhibition of the enzyme enkephalinase, would augment 
brain oxygenation via increased blood ?ow. 

[0097] It also is important to point out that cognition is 
associated with the chemical messenger dopamine. Recent 
human studies reveal substances such as bromocriptine, that 
mimic dopamine at its receptor sites, increase short term 
memory. In this regard, the neutraceutical provides the brain 
with precursor amino-acids leading to the release of dopam 
ine in the reward site. The product supplies your body with 
a patented blend of amino-acids to mimic the reward cas 
cade providing proper balance, chromium salts to enhance 
penetration of select precursor amino-acid (tryptophan to 
assist in the synthesis of serotonin), minerals, vitamins, 
ribo?avin, and folic acid to act as co-factors for the produc 
tion of neurotransmitters, a natural patented enhancer of 
brain blood ?ow, d-phenylalanine (See US. Patent Pending 
and PCT application) and certain herbals that effect cogni 
tion including; huperzine, bacopa monalera, ginko biloba, 
ginsing, gotu kola, ferulic acid, and rhodiola rosea extract 
promotes mental sharpness and alertness. 






































































































