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RATIONALE
We take feedback on presentations seriously. Here are some comments
made at the end of CAPTASA 2017.
ATTENDEE COMMENT: “Buprenorphine literature – great presentation
but WAY too much info.”
Response: We hope this presentation corrects this problem. Unlike 12 step
recovery, however, science is neither simple nor easy.
ATTENDEE COMMENT: “Closed minded to MAT.”
Response: Presenters at CAPTASA have consistently been open-minded
regarding MAT. When long-termed abstinence FROM ALL DRUGS OF
REWARD is the goal, presenters have noted --- on the basis of data – that
some MAT protocols carry higher risks of abuse and poor outcomes when
compared to other MAT protocols. Two crucial studies released in late
2017 will provide more data in this regard. Presenters at CAPTASA have
consistently noted that regardless of treatment goal (i.e. - completeabstinence or harms-reduction), opioid agonist MAT substances (including
the so-called partial agonists) intrinsically have inherent dangers (including
mortality) that are not found with opioid antagonist substances.
There is a difference between being open-minded and being an echochamber for a powerfully marketed, highly profitable pharmaceutical.
We are careful to be the first and not the second.

Rationale– Cont.
ATTENDEE COMMENT: “Lots of opinions that seem to be based on
personal experience. We know 12 steps and abstinence work for
MOST. I want to know what WILL work for the people who don’t
respond well to mainstream treatment. What are we missing in our
practice?”
Response:
First, we will respond by asking several questions
1) Do you hold oncology to the same standard as you do addiction
medicine?
2) Is it reasonable to expect the percentage response-rate you have
in mind?
3) When you use the word “work” do you mean “a patient not using
any drugs of reward and who is happy, joyous, and free,” or do you
mean a patient who does not become a corpse within the next
two months? That contrast may seem harsh, but the data shows
that the percentage of people who stay retained for multiple years
in any form of treatment (this includes the MATs) is quite poor. An
exception is noted with 80% success (no drug-of-reward use) for
impaired physicians at five-year follow-up who are in consistent
12-Step recovery who are subject to random urine screen.

Rationale– Cont.
WHAT WE ARE ALL MISSING IN ALMOST ALL OF
OUR PRACTICES, HOWEVER, IS THE
COMMITMENT TO PROVIDE:
1) THE RECOVERING PERSON WHO HAS OPIOID USE DISORDER IN
CONJUNCTION WITH A HISTORY OF USING OTHER DRUGS-OFREWARD WITH
2) A PLACEMENT IN AN EXTENDED-LENGTH (AT LEAST SIX MONTHS)
COMMUNITY WHERE RESIDENTS ARE GROUNDED IN A DESIGN-FORLIVING THAT REPLACES ALL DRUGS-OF-REWARD AND WHERE
3) THE RESIDENT IS SAFE FROM CONTACT WITH ANY SUBSTANCE
NOTED TO CREATED EUPHORIA AND/OR CRAVING AND WHERE
4) ALL THE RESIDENT’S PEERS IN THE COMMUNITY ARE ENGAGED IN
EXACTLY THE SAME MANNER OF LIVING.

THIS APPROACH HAS NEVER BEEN
“MAINSTREAM TREATMENT.”

Rationale– Cont.
Clinician “personal experience” is the foundation for constructing
hypotheses to be tested. The systematic examination of experiences
with buprenorphine -- as reported by Recovery Kentucky, Hope Center,
and Healing Place residents -- began with clinicians’ personal
experience. That personal experience was then translated into an
epidemiological study to benefit clinical science.
The pilot study data from about 200 subjects was presented at CAPTSA
2016.
The full data from interviews of more than 1600 subjects was
presented at CAPTASA 2017.
An article to report the data to the world is now in its second phase of
revision in response to critiques from reviewers who screen for a peerreviewed addiction-science journal. That journal earned an impact
rating of 2.6 (i.e. – roughly the top 25% of journals) in the year 2016.
We hope to be able to cite a publication in the very near future.

Rationale – Cont.
THE CATCH-PHRASE “EVIDENCE-BASED TREATMENT” HAS BECOME A
“CATCH-22.” IT IS USED TO BLOCK FUNDING STREAMS FROM
REACHING ABSTINENCE-BASED PROGRAMS. IT IS USED TO DEMAND
THAT ALL PROGRAMS MUST ACCEPT ALL FORMS OF FDA-APPROVED
ADDICTION TREATMENTS EVEN WHEN:
1) THE OUTCOME GOALS ARE NOT COMPARABLE (“HARMS
REDUCTION” vs. “FULLY CLEAN AND SOBER”)
2) THE POPULATION CHARACTERISTICS ARE NOT THE SAME
(MULTIPLE-SUBSTANCE USERS WHO ALSO HAVE OPIOD USE
DISORDER vs. PEOPLE WITH ONLY OPIOID USE DISORDER alone)
WE HAVE CAREFULLY MEASURED DATA FOR A TARGET POPULATION
(PEOPLE WHO USE MULIPLE SUBSTANCES AND WHO HAVE OPIOID USE
DISORDER AND WHO CHOOSE TO SEEK A PEER-SUPPORT, 12-STEP
DESIGN, ABSTINENCE-BASED LIFE) THAT SHOW THESE PEOPLE DO NOT
DO WELL WHEN GIVEN RECEPTOR-AGONIST MEDICATIONS. WE TAKE
SERIOUSLY THE PRINCIPLE, PRIMUM NON NOCERE (“FIRST, DO NO
HARM”) REGARDING THIS MOST-VULNERABLE SUB-GROUP.

TOO MUCH:
Credence placed on a questionably executed study published in 1978
article and on the prestige of NIDA having dedicated an entire 1992
monograph to buprenorphine as an MAT.
Shifting of target-purpose of MAT: from short-term detox to life-time
replacement therapy
Shifting of outcome measures related to MAT: from abstinence to
harms-reduction
Shifting of test populations: from people with prescription-opioid-only
use disorder to people with heroin-only-use disorder.
Attacking the truism that short-term (e.g. 28 day) residential
abstinence-based treatment programs alone and without seamless
transition to sober living do not work, which is a fact everyone has
always known.
Assumption that the next-phase of long-acting injectable
buprenorphine products will remove the problems of diversion and
abuse, an assumption which is particular disturbing because the
history of promised reduced-abuse formulations has proved so
disappointing.
Pressure placed on ALL patients in detox-status at treatment centers
to agree to use buprenorphine MAT.

TOO LITTLE

Admission that retention-in-treatment beyond a few months is
a common problem for EVERY addiction-treatment approach.
Testing of the motor and cognitive skills of people who are on
any form of MAT; especially too little comparison of effects
across opioid agonist MAT options (including buprenorphine),
opioid antagonist MAT options, and abstinence-based recovery,
even though we have solid evidence that long-termed MAT with
buprenorphine reduces affective reactivity (i.e. – the ability to
experience emotions) compared to people with no addiction
history and to people with 12 Step abstinence-based recovery.
Discussion of the endocrine effects of opioid agonist MAT
(including buprenorphine), such as the suppression of
testosterone.
Thought given to the accuracy of the analogy of addiction-is-toMAT as Diabetes-is-to-insulin and oral medications.

TOO LATE:
Medical Examiners’ reports that show buprenorphine associated
over-dose deaths.

The head-to-head studies of sublingual buprenorphine vs. long
acting injectable naltrexone which show equal outcomes for
dirty-urine measures and better outcomes for long-acting
naltrexone in measures of global life functions and satisfaction.
NO HEAD-TO-HEAD STUDIES OF LONG ACTING BUPRENORPHINE
INJECTABLES VS. LONG ACTING INJECTABLE NALTREXONE EVEN
WHILE THE FDA IS ACTIVLEY APPROVIING THE NEW
BUPRENORPHINE FORMULATIONS.

http://www.nytimes.com/2013/11/17/health/in-demand-in-clinics-and-on-the-street-bupecan-be-savior-or-menace.html

Jasinski DR, Pevnick JS, Griffith JD (1978) “Human
pharmacology and abuse potential of the analgesic
buprenorphine.” Arch Gen Psychiatry 35:501–516
The subjects were ARC prisoners with opioid use histories and
with extremely strong preferences for opioids. Prisoners with
significant alcoholism were not admitted to the ARC facility. In
1975, the federal government stopped admitting any prisoners
to the ARC. By the time the buprenorphine study began only a
handful of prisoners remained as a possible pool of subjects.
The study began with ONLY 5 SUBJECTS. The study ended with
ONLY 3 SUBJECTS.

The article somehow goes from this observation:

To this conclusion:

Jasinski, et al. 1978, Cont.
More than 30 different variables were measured on these 3
subjects in a rather confusing array of 3 different experiments.
Standards for good research design now expect at least a oneto-one ratio of number-of-subjects to number-of-variables.
The study on withdrawal symptoms for addiction to
buprenorphine did not follow beyond 10 days. We now know
that buprenorphine withdrawal begins around day 14.
Even were the issues of using prisoner-subjects to be taken out
of the picture, there is no conceivable way that this study
would now meet standards for publication in a peer-reviewed
journal.
If this article had not been published, and if the lead author
had not continued to have strong influence in the scientific and
federal drug policy discussions of the 1980’s, the notion of
buprenorphine replacement therapy would most likely have
been shelved.

Buprenorphine: An Alternative Treatment for Opioid Dependence. 1992. Ed.
Jack D. Blaine. National Institute for Drug Addiction Research Monograph
Series. 121. Rockville, Maryland.
https://archives.drugabuse.gov/sites/default/files/monograph121.pdf

• Published in 1992.
• Not until 1994 (with refined method and the same results in
1995) was data published which shows that the ceiling effect
on euphoria is not reached until 32 mg doses – well above the
FDA statement that no therapeutic effect is noted for dosing
above 24 mg and well above the standard protocols that
target 8 mg to 16 mg maintenance dose.
• This means that NIDA, with the promulgation of a dedicated
monograph, had essentially “canonized” buprenorphine as an
effective and safe MAT before relevant data was available.
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INDICATIONS compared to WARNINGS
BOXED WARNINGS

INDICATION
NAME (chemical/s),
formulation, CSA
Schedule

RECOMMENDED
DAILY DOSING OF
OPIOID

ADDICTION,
ABUSE, AND
MISUSE

LIFETHREATENING
RESPIRATORY
DEPRESSION

ACCIDENTAL
EXPOSURE

NEONATAL
OPIOID
WITHDRAWAL
SYNDROME

RISKS FROM
CONCOMITANT
USE WITH CNS
DEPRESSANTS

Suboxone®
(buprenoprhine/nalox
one), sublingual film,
C-III

Opioid
Dependence

8mg - 16mg

-

-

-

-

-

Zubsolv®
(buprenoprhine/nalox
one), sublingual tablet,
C-III

Opioid
Dependence

5.7 - 11.4 mg

-

-

-

-

-

Bunavail®
(buprenorphine), C-III

Opioid
dependence

8.4 mg

-

-

-

-

-

Butrans®
(buprenorphine),
transdermal, C-III

Pain

5-20 mcg/hour

X

X

X

X

X

Belbuca®
(buprenorphine)
buccal film, C-III

Pain

75-900 mcg

X

X

X

X

X

X
-

= Black box warning in the prescribing information
= No boxed warning in the prescribing information

http://www.mc.uky.edu/kiprc/reports/2015_DOFSS_Annual_Report.pdf

https://www.tn.gov/health/news/2018/1/8/tdh-finds-some-overdose-deaths-associated-with-buprenorphine.html

http://www.roanoke.com/news/virginia/some-virginia-overdose-deaths-attributed-to-medication-used-tocontrol/article_2b6b90c3-dcab-5f7e-93ba-6e4eb082b19f.html

The problem, however, is that the rapid rise in opioid overdose
deaths seen in 2016 until the present is due to fentanyl and its
analogs, whether used knowingly of unwittingly as an
adulterant in heroin or as a counterfeit pill drug. The receptorbinding of fentanyl and its chemical kin is the same or greater
than the receptor binding affinity of buprenorphine and its
metabolite. THERE ARE NO STUDIES THAT SHOW BLOCKADE
AGAINST THE FENTANYLS.

The History of the “Diabetes-Is-Like-Addiction” Analogy
Where did the analogy come from? Susan Campbell, Ph.D., our most accomplished and competent
historian of science in regard to addiction study, discovered the most likely origin. She interviewed on
June 14, 2007, C. Robert (Bob) Schuster, Ph.D., director of the National Institute on Drug Abuse from
1986 to 1992, and the two discussed methadone. The interview transcript picks up with Schuster
(designated by the initials CRS) speaking about the tragic decline of a research assistant in this
laboratory:
• The moral of the story for me was that here was a highly productive, highly successful individual
who was on a medication called methadone and because of the stigma associated with it,
unfortunately, he was encouraged to go off of it, and I think he would have continued to be
successful if he had stayed on it. So I am very supportive of people who find it necessary to be on
methadone lifelong. Not everyone does but for those who do, they get up in the morning, they put
on their shoes and go to work just like everybody else, and if they have to drink a little orange
juice that has methadone in it….My family has a history of diabetes; they were insulin dependent.
• NC: Do you know how that analogy got started?
• CRS: I think Vince Dole and group at Rockefeller was responsible for that because he was
interested in carbohydrate metabolism. He actually was the first person to say to Marie
[Nyswander], maybe people who are addicted to heroin, maybe after a while their brain chemistry
changes and, like a diabetic, they need exogenous stuff.1
•
Vincent Doyle transitioned from carbohydrate metabolism research to addiction research in the midyears of the 1960’s by beginning a professional collaboration with Marie Nyswander. By 1964, they
were conducting research on methadone as a medication to be used in opiate addiction treatment. It
would appear, then, that the conversation between Doyle and Nyswander most likely occurred within
the years 1964 to 1965. (See: Dennis Hevesh, “Dr. Vincent P. Dole, Methadone Researcher, Is Dead at
93.” New York Times. Aug. 3, 2006.
http://www.nytimes.com/2006/08/03/nyregion/03dole.html?mcubz=2 for biography which allows
such an estimate.)

A second milestone in the dissemination of the analogy is found in “Drug Dependence, A
Chronic Medical Illness: Implications for Treatment, Insurance and Outcomes Evaluation.”
A. Thomas McLellan, Ph.D., David C. Lewis, M.D., Charles P. O’Brien, M.D., Ph.D., and
Herbert D. Kleber, M.D., JAMA 284:13, October 04, 2001 “Special Communication,” pp.
1689-1695. This article postulates that drug dependence shares the characteristics of
heritability, chronicity, incomplete treatment compliance, and relapse with hypertension,
asthma, and diabetes. The authors note, “We are aware that arguments from analogy are
limited, and even marked similarities to other illnesses are not proof that drug
dependence is a chronic illness. Nonetheless, these similarities in heritability, course, and
particularly response to treatment raise the question of why medical treatment are not
seen as appropriate or effective when applied to drug and alcohol dependence. 1694”
•
The McLellan et al. 2000 article notes two findings from their review. First, that addiction
treatment had been “delivered in a manner that is more appropriate for acute care
disorders. p. 1694”. Second, that outcome evaluations for addiction had deemed anything
less than perfect abstinence for drug use as failure, while outcome evaluations for
hypertension, diabetes, and asthma deem periods of improved control as indicators of
success and as predictors of reduction in harm (both individual and social).
•
These two findings are most probably true and are readily conceded to the JAMA 2000
article authors. That stated, however, there is a large leap in logic required before anyone
should accept their concluding sentence, “Although it is unknown whether care delivered
in a specialty program or coordinated through primary care will provide the maximal
benefits for patients and society, it is essential that practitioners adapt the care and
medical monitoring strategies currently used in other chronic illnesses to the treatment of
drug dependence. p. 1694”

Symmetry and Asymmetry: Needful Things v. Objects of Desire
SUCCESSFUL ARGUMENT BY ANALOGY MUST SHOW EXTREME SYMMETRY.
Two crucial asymmetries override these agreements.

1.

2.

The first asymmetry is that the normally-functioning person has no
metabolic need for any exogenous opioid, while every normally
functioning person has a requirement for some exogenous source of
glucose. In short, people who place no exogenous glucose source into
their bodies will die, while people who place no exogenous opioid in
their bodies do not die.
The second asymmetry is that the normally-functioning human requires
the hormone insulin for exogenously obtained glucose both to be
accepted into the skeletal muscle and to keep glucose levels in the
blood plasma from rising to toxic levels. In contrast, the human does not
require any hormone for the endogenous opioids and encephalins to be
accepted at the various opiate receptors. Furthermore, the human has
no hormone to modify the transport and actions of excess exogenous
opioids (i.e. drugs) so as to keep them from arriving in enormous
quantities at the opiate receptors. No part of the opioid systems
parallels the manner in which insulin directs the body to manage
glucose.

Artificial Sweeteners and Iatrogenic Disasters
Doctors thought it would simple. If the diabetic patient cannot
metabolize glucose normally, simply deprive the diabetic patient of
the excess sources of glucose. But people love their sweets. In fact,
they crave their sweets. They do not adhere well to abstinence
mandates. Chemists thought this solution would be easy enough. If
diabetic patients crave a sweet taste, give them a sweet taste, but
supply the sweet-receptor with a sugar-substitute, in the form of
artificial sweeteners such as saccharine, cyclamate, aspartame and
sucralose. Doctors advised patients to use the chemists’ products in
what can be called Artificial-Sweetener Assisted Therapy.
What have the outcomes of Artificial-Sweetener Assisted Therapy
been? The artificial sweeteners MAKE OBESITY AND INSULIN
RESISTANCE IN METABOLIC SYNDROME AND DIABETES WORSE! Good
physicians now tell patients with Type 2 Diabetes to NOT use artificial
sweeteners.3 It is standard of practice to counsel against ArtificialSweetener Assisted Therapy.

The true analogy for well-intentioned treatment, therefore, is
"artificial sweetener is to glucose as buprenorphine is to opioid
drug.” The analogy is NOT “insulin is to glucose as buprenorphine
is to opioid drug.” Nor is it “oral metformin is to glucose as
buprenorphine is to opioid drug.”
This analysis leads to an inevitable realization for those who
emote, “We wouldn’t treat diabetics that way.” They must either
admit:
1) that the well-examined pathophysiology reveals so much
asymmetry between diabetes and opioid use disorder that the
analogy fails, or
2) that the very place where the analogy reveals a degree of
symmetry suggests that replacing a pleasure-reward-receptoractivator with another pleasure-reward-receptor-activator
worsens the diseases and does not improve them.
They can take their pick. Either abandon the analogy or live with
the fact that Artificial-Sweetener Assisted Therapy has made
Type 2 Diabetes worse and that an agonist opioid MAT is likely
to make Substance Use Disorder worse.

REFERENCES FOR THE DIABETES/ ADDICTION DISCUSSION
1 Anyone

who attended the 7th Rx Opioid & Heroin Summit in Atlanta, Georgia in April 2017
could hardly enter a session without hearing this talking point. The Tuesday morning, 8:00
a.m. session offered by the Chief Medical Officer and the Chief Financial Officer for
CleanSlate treatment, a buprenorphine Medication Assisted Treatment enterprise, is a
good example. The Chief Medical Officer also noted paid support from Indivior and
Braeburn pharmaceutical companies, manufacturers of buprenorphine MAT formulations.
2 The transcript is available from Nancy D. Campbell. It was formerly archived at the
University of Michigan. When hearing this story, the old adage, “If you only have a hammer,
every problem looks like a nail,” comes to mind. This observation is not intended as a harsh
critique of these men and women as humans, but their actions as scientists must be
rigorously scrutinized, because researchers and extremely powerful government agency
administrators have often set into motion paradigms of thought that exceed the scientific
realties.
3 See:
Greenwood, D.C. , D. E. Threapleton, C. E. L. Evans, C. L. Cleghorn, C. Nykjaer, C. Woodhead
and V. J. Burley. “Association between sugar-sweetened and artificially sweetened soft
drinks and type 2 diabetes: systematic review and dose–response meta-analysis of
prospective studies.” British Journal
of Nutrition. 2014. 112. 725–734.
Swithers, Susan E. “Artificial sweeteners produce the counterintuitive effect of inducing
metabolic derangements.” Trends in Endocrinology and Metabolism. September 2013. Vol.
24. No. 9. 431-441.
Yang, Qing. “Gain weight by ‘going diet?’ Artificial sweeteners and the neurobiology of
sugar cravings.”Symposium. Neuroscience 2010. Yale Journal of Biology and Medicine.
2010. 83. 101-108.

https://marylandmatters.org/2018/01/18/guest-commentary-science-not-ideology-should-drive-health-policy/

“The US Food and Drug Administration (FDA) is currently conducting a priority
review of a new drug application for CAM2038. A decision is expected in
January. If approved, the drug would enter the market alongside Sublocade
(Indivior Pharmaceuticals), which, as reported by Medscape Medical News, was
approved by the FDA in November as the first once-monthly injectable
buprenorphine for moderate to severe opioid use disorder.”

SUMMARY
No form of currently approved or expected-to-be approved MAT
succeeds well alone in producing patients abstinent of drugs-ofreward upon follow up.
Long-acting injectable buprenorphine is not inferior to
sublingual buprenorphine in regard to rates of dirty urines.
Long-acting naltrexone injection is slightly better than sublingual
buprenorphine-naloxone on one measure of life satisfaction.
In general, however, there is not a lot of difference regarding
dirty urines when long-acting naltrexone injections are
compared to sublingual buprenorphine-naloxone.

SUMMARY – CONT.
Considering only dirty urines as an outcome measure and applying
the transitive property of set theory, we can reason that
1) SINCE injectable buprenorphine is equivalent to sublingual bupnx,
and
2) SINCE injectable naltrexone is equivalent to sublingual bupe-nx,
then
3) INJECTABLE NALTREXONE IS EQUIVALENT TO INJECTABLE
BUPRENORPHINE

SUMMARY – CONT.
WHEN CONSIDERING
1) THE RECORD ON OVERDOSE DEATHS INVOLVING
BUPRENORPHINE,
2) THE SLIGHT (BUT KNOWN) TOXCITY OF BUPERENORPHINE
ALONE,
3) THE WELL-KNOWN AND CONSIDERABLE DRUG-DRUG
INTERACTION TOXCITY OF BUPRENORPHINE,
4) AND THE KNOWN NON-TOXCITY OF NALTREXONE, EITHER
ALONE OR IN INTERACTIONS,
THEN WE CAN REASONABLY CONCLUDE THAT BUPRENORPHINE
IS A HIGH RISK M.A.T. and NALTREXONE IS A LOW-RISK M.A.T. IN
REGARD TO MORTALITY.
THIS CONCLUSION, HOWEVER, MAY BE COMPLETELY
INVALIDATED IN THE PRESENCE OF FENTANYL-FAMILY USE,
FOR NEITHER M.A.T. IS KNOWN TO BLOCK THOSE SYNTHETICS.

PREDICTION
The pharmaceutical companies, Indivior (Sublocade) and
Braeburn (CAM2038) which are the long-acting injectable
formulations of buprenorphine will start trash-talking the
sublingual buprenorphine-naloxone formulations. Indivior may
try to hold the door open for a limited use of their sublingual
Suboxone (which is about to go generic) as required to induct
patients before the first injection. Braeburn’s injectable will not
likely require a sublingual induction period, and they have no
market interest in a sublingual, so they will uniformly attack all
sublingual. They will both decry the generic marketers of both
tablet and desolvable-strip sublingual products.
Clinicians and abstinence-based recovery centers will still get
reports from their populations that people discover ways to get
high on the products by adjusting plasma levels through dosing.
There will be Over Dose deaths associated with the long-acting
injectable formulations of buprenorphine.
People will figure out ways to steal the injectable formulations
from Office Based Practices for diverted purposes.

