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Abstract

In the face of the current Opioid crisis in America killing close to 800,000 people since 2004, we are proposing a novel approach to assist in at least attenuating these
unwanted premature deaths. While we applaud the wonderful efforts of our governmental institutes and professional societies (NIDA, NIAAA, ASAM, ABAM )
in their extraordinary efforts in combating this continued dilemma, the current approach is failing, and other alternative approaches should at least be tested. These
truths present a serious ethical dilemma to scientists, clinicians and counselors in the Reward Deficiency Syndrome (RDS) treatment community. It is important to
realize that the current DSM-5 does not actually accurately display the natural brain reward process. The human brain has not been designed to carve out specific
drugs like opioids, alcohol, nicotine, cocaine, benzodiazepines or cannabis and process addictions such as gambling as distinct endophenotypes. This is true in spite
of natural ligands for cannabinoids, endorphins, or even benzodiazepines. The most accurate endophenotype is indeed reward dysfunction (e.g hypodopaminergic
or hyperdopaminergic). With this mind, we are hereby proposing that the current Medication Assisted Treatment (i.e. MAT") expands to needed individuals as an
initial “Band-Aid” to reduce harm avoidance, with the long—term goal of prophylaxis. So, to be clear, there may be other promising modalities other than MAT such
as repetitive transcranial magnetic stimulation (rTMS), exercise and even new medications with positive allosteric modulators of GABA-A receptors, as well as the
highly researched Genetic Addiction Risk Score (GARS) coupled with precision KB220Z. This will induce “dopamine homeostasis” to effectively rebalance and
restore healthier brain function by promoting the cross talk between various brain regions (e.g. Nucleus accumbens, cingulate gyrus, hippocampus etc.) resulting in
dopamine homeostasis. Our laudable goal is to not only save lives, but to redeem joy and improve the quality of life in the recovery community through scientifically
sound natural non-addicting alternatives.

Since 2000, the turn of the century, the total number of prescription
analgesic opioids sold in America has almost quadrupled. Moreover,
while unimaginable during the same period, prescription opioid
fatalities have more than quadrupled. It is notable, for example, West
Virginia has the highest overdose death rate in the nation-35 per every
100,000 people. Along these lines it is not surprising that West Virginia
is the site of dozens of lawsuits filed against not only drug wholesalers,
but physicians and even pharmacists who may have been directly or
indirectly involved in and/or contributed to opioid distribution. In
essence, these and other lawsuits claim that physicians, pharmaceutical
companies, and “pill mills” exploited patients, got them hooked on pills,
and cost individuals and the state millions of dollars [1-2]. When you
add up all the states in America, the total economic cost is north of one
trillion dollars.

A recent analysis from Stanford University suggested that without
any changes in currently available treatment, prevention, and public
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health approaches, we should expect to have 510,000 deaths from
prescription opioids and street heroin from 2016 to 2025 in the US [3].
With this mind, our purpose in writing this editorial is not to reprimand
anyone, but to point out the importance of a change in focus as it relates
to out-of-the-box thinking based on scientific fact. This refocusing may
not be at first financially beneficial to the owners of Suboxone clinics
here in the USA. We sincerely believe that most physicians (especially
owners) want to do the right thing. But, the structure, treatment dogma
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and objectives of the current system add tempting financial barriers
d by a financial barrier to continue with the known and unfortunate
“revolving door”

We are compelled to provide some rationale related to why it is
important to more carefully evaluate the current failed approach to help
addicted patients on opioids have a better outcome and subsequently an
improved quality of life in recovery, a laudable goal.

As scientists and clinicians, we need to face the truth of two
important citations by Albert Einstein.

1. “Insanity is doing the same thing over and over and expecting
different results”

2. “Given one hour to save the world, I would spend 55 minutes
defining the problem and 5 minutes finding the solution.”

Stating #2 differently, “If you want to find a solution, you must first
be able to accurately state or define the problem” These truths present
a serious ethical dilemma to scientists, clinicians and counselors in
the Reward Deficiency Syndrome (RDS) treatment community [4].
It is important to realize that the current DSM-5 does not actually
accurately display the natural brain reward process. The human brain
has not been designed to carve out specific drugs like opioids, alcohol,
nicotine, cocaine, benzodiazepines or cannabis and process addictions
such as gambling, as distinct endophenotypes. This is true in spite of
natural ligands for cannabinoids, endorphins, or even benzodiazepines.
The most accurate endophenotype is indeed reward dysfunction (e. g
hypodopaminergic or hyperdopaminergic). Approved and popular
treatment protocols ‘follow the painted footsteps’ of conventional
‘Standard of Care’ compliant programs, which have, for the most part,
not achieved sustainable long-term abstinence. These programs are
intended to get the addict ‘clean’ (i.e. detoxified) during his/her time
in a rehab facility or an outpatient program. Once the individual is
considered ‘clean) he/she is released for reintroduction back into
society. Recovering addicts may attend different types of fellowship
programs, such as AA, Celebrate Recovery, etc. [5]. But the published
statistics that demonstrate a high rate of relapse indicate that we are
not solving the problem; in fact it is growing — the epidemic continues
[6]. Moreover, most rehabilitation programs use some sort of opioid
therapy to treat an opioid addiction. It is our opinion, that albeit harm
reduction, even that statement sounds absurd for solving the opioid
addiction crisis [6].

The use of legally prescribed opioids and illegal drugs to ‘feel
better’ has unquestionably reached epidemic status. What’s even more
alarming is the rate of relapse and excessive re-indulgence in abusable
drugs and alcohol. As a community of scientists and clinicians, it is
incumbent upon us to implement different strategies that will change
the course of treatment objectives and outcomes. While we applaud the
enormous efforts of the National Institute of Drug Abuse (NIDA) and
the National Institute of Alcohol Abuse and Alcoholism (NIAAA) in
their fight to attenuate or resolve our current drug epidemic, out of box
thinking based on scientific evidence must reign.

Most of the scientific community is aware of the story of Dr. Ignaz
Semmelweis. The following section and citations are excerpted from
an article published in RPubs [7]. “In 1847 the Hungarian physician
Ignaz Semmelweis noted that childbed fever was a deadly disease
affecting women that had just given birth. Semmelweis was puzzled
about this terrible occurrence because in the early 1840s at the Vienna
General Hospital as many as 10% of the women giving birth died from
it” Semmelweis did research on women giving birth at two clinics at
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the Vienna General Hospital for the years 1841 to 1846. He noted a
significant difference in the incidence of puerperal fever deaths, also
known as childbed fever, between the two clinics. When Semmelweis
crunched the numbers, he discovered that women in clinic 1, staffed
by doctors and medical students, died at a rate nearly five times higher
than women in clinic #2, which was staffed by midwives. Interestingly,
midwives worked only with the women giving birth; the medical
students and doctors also spent time in the autopsy rooms examining
corpses.

After close scrutiny and extensive observations, Semmelweis
concluded that ‘something’ that spread from the hands of medical
students and doctors who had worked on the corpses is what actually
caused the childbed fever. In a desperate attempt to stop the high
mortality rates, he insisted that they wash their hands! This was an
unorthodox and controversial request at the time as none of the doctors
in Vienna knew about bacteria back then.

Despite the compelling evidence, Semmelweis’ theory that childbed
fever was caused by some “substance” (we know was bacteria) from
autopsy room corpses was ridiculed by contemporary physicians
and scientists. You'd think everyone would have been thrilled that
Semmelweis had solved the problem! But they weren't thrilled. Doctors
were upset because Semmelweis' hypothesis made it look like they
were responsible for giving childbed fever to the women. The medical
community largely rejected his discovery and in 1849 he lost his job
and left the Vienna General Hospital to get away from the rejection
and harsh criticisms levied against him by colleagues. In 1865, when he
was only 47 years old, Ignaz Semmelweis was committed to a mental
asylum.

Semmelweis did provide, through diligent scientific observation,
compelling data to inform the doctors he attributed the cause of childbed
fever to the only possible cause — contaminated hands of the doctors
and students. They rejected the evidence-based revelation; many more
women and babies died as a result. This is a sad indictment against
his medical peers and the stubborn mindset to remain entrenched in
conventional dogma.

By default, an invention is outside the box of conventional thought.
An invention should make such an innovative contribution that it
tips an entire system into a new trajectory. However, from a market
acceptance perspective, new ideas and inventions go through 3 phases
in the market cycle:

1. Outright rejection
2. Analysis, suspicion and criticism
3. Acceptance and accolades

Some inventions that went through these stages were the light bulb,
the bicycle, the automobile, liquid fingernail polish, the cheeseburger,
talking motion pictures, telephone answering machines, and even the
laptop computer.

There is another factor that slows acceptance of new technologies;
the vested financial interests in the conventional way of doing things.
The incentive to reduce drug usage; excessive unhealthy, and even
dangerous RDS behaviors; and improve immediate and sustainable
recovery rates may be opposed to revenue incentives driving
pharmaceutical companies. There are approximately 14,500 clinics and
programs in America that provide treatment for all types of addictive
behaviors that are termed "RDS". We are proposing that these important
treatment providers consider novel ways to improve outcomes and
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Figure 1. Novel approach to assist or attenuating unwanted premature deaths as a result of Opioid crisis-other than Medication Assisted Treatment (MAT) — through scientifically sound

natural non-addicting alternatives

even compliance to MAT. While we applaud their continued efforts to
reduce unwanted opioid use disorder and even alcohol and other drugs
[8] we suggest a reconsideration of best practice. Our basic question
is should we continue to provide opioids for opioid recovery in the
long term. While we agree that buprenorphine combinations reduce
societal harm and naltrexone injectable maybe a real important clinical
option, can we find ways to promote ‘dopamine homeostasis” [9]. We
are cognizant that most clinics want to do the right thing and strive to
reduce recidivism rates [10].

Finally, the epidemic of not only opioid use, but prescription and
illicit drug use has escalated the rates of RDS behaviors that endanger
societal health. Physicians and other healthcare professionals need
to reexamine the routine practice of prescribing opioids for pain and
recovery. Continuing in this path will not produce different results. To
be clear there may be other promising modalities other than MAT such
as repetitive transcranial magnetic stimulation (rTMS) [10], exercise
[11] and even new medications with positive allosteric modulators
of GABA-A receptors [12], as well as the highly researched Genetic
Addiction Risk Score (GARS) coupled with precision KB220Z to induce
dopamine homeostasis [13] to effectively rebalance and restore healthier
brain function by promoting effective cross talk between various brain
regions (e.g. Nucleus accumbens, cingulate gyrus, hippocampus etc.)
resulting in dopamine homeostasis [14,15] The ASAM definition of
Addiction, which encompasses bio-psycho-social-genetic-spiritual
factors, punctuates the need to provide comprehensive treatments and
guide affected individuals to holistic recovery (Figure 1).

New exciting modalities, as they become available following
required validating research, certainly need to be implemented in all
treatment programs in America. Anything less will ultimately protect
the so called "revolving door" treatment paradigm for as many as 90%
of returning treatment participants. It is time to adhere to genuine
scientific principles.
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