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Embeda®

= Sequestered naltrexone induces
EMBEDA EMBEDA EMBEDA

withdrawal if abused and ingested vs IR MORPHINE s ER MORPHINE +s ER MORPHINE
Oral IR (Study 1)'? ral ER (Study 2)'? Intranasal (Study 3)'

= FDA ADF approved IN & PO ——v— —v— v
—Only FDA ADF opioid originally w/o IV s et | MBEDA crshed rushed EMBEDA vs

= Morphine:naltrexone ratio 100:4
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Sequestering membrane
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Embeda®

EMBEDA is available in 6 dosage strengths’

Ge
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MAT Buprenorphine Products with Naloxone...

FORMULATION STRENGTH

: 2mg BUP 8mg BUP
Sublingual Tablet 0.5mg NX - 2mg NX -

: : 2mg BUP | 4mg BUP | 8mg BUP | 12mg BUP
Sublingual Film | 5 ¢ "o NX | ImgNX | 2mg NX | 3mg NX

PaiN\/\/eEK.



Buprenorphine vs Naloxone
Bluelight

Lazylazyjoe (9/1/2010, 5:57am)

As someone who regularly injects Suboxone, | prefer injecting Suboxone instead of using
sublingual mainly because of the efficacy. | can inject 1 to 2mg and be good for an entire day,
compared to 4mg sublingual. It also takes affect in 15 minutes instead of 90 minutes.

You do have to be careful though, it is much easier to precipitate withdrawal this way. Wait a
little longer for your induction, even longer if coming down off methadone.

The other thing that gets me is that | buy my Suboxone on the street, because between the doc
and the pharmacy I'd be paying $150/month & $7.50/pill. If the doc would just prescribe Subtex, |
could get it generic and do it legit for about the same cost. It drives me nuts as Suboxone is just as
easy to abuse as the Subutex. Not to mention the whole pain management specialist thing is a big
scam. There’s no reason why a regular doc can'’t prescribe this schedule 3 drug.

Dread (10/1/2010, 2:08am)
Naloxone was put in there to trick the FDA, and it worked!
It was put in to extend the patent, they had to come up with a “new” product to keep the big bucks coming in.

PaiN\/\/eEK.

www.bluelight.org



Buprenorphine vs Naloxone

Package Insert

5.2 Risk of Respiratory and Central Nervous System (CNS) Depression

Buprenorphine has been associated with life-threatening respiratory depression and death. Many, but not all,
post-marketing reports regarding coma and death involved misuse by self-injection or were associated with the
concomitant use of buprenorphine and benzodiazepines or other CNS depressants, including alcohol. Warn
patients of the potential danger of self-administration of benzodiazepines or other CNS depressants while
under treatment with SUBOXONE sublingual film [see Warnings and Precautions (5.3), Drug Interactions (7)].

active substantial heroin or other full mu-opioid dependence. However, clinicians should be aware that some
opioid-dependent persons, particularly those with a low level of full mu-opioid physical dependence or those
whose opioid physical dependence is predominantly to buprenorphine, abuse buprenorphine/naloxone
combinations by the intravenous or intranasal route. In methadone-maintained patients and heroin-

PaiN\/\/EK.

Suboxone Full Prescribing Information. February 27, 2019. https://www.accessdata.fda.gov/drugsatfda_docs/label/2010/022410s000Ibl.pdf



Buprenorphine Battles...

FOR IMMEDIATE RELEASE Tuesday, April g, 2019

THE UNITED STATES
Indivior Inc. Indicted for Fraudulently Marketing Prescription Opioid

Company Allegedly Lied to Doctors and Public Health Care Benefit Programs About the Safety and
Diversion Risks of Suboxone Film

CLERK'S OFFICE U.S. DISTRICT COURT
AT ABINGDON, VA
FILED

UNITED STATES DISTRICT COURT

WESTERN DISTRICT OF VIRGINIA APR 09 2019
ABINGDON

JULIA C. DUDLEY, CLERK

UNITED STATES OF AMERICA BY: Q/ @M
DEPUTY CLERK

V. | Case No. | ] 4CRO00] e

INDIVIOR INC. (a/k/a Reckitt Benckiser Violations:
Pharmaceuticals Inc.) and - 18 US.C. §8§ 2, 1341, 1343, 1347, 1349
INDIVIOR PLC

[ ]
I aIMNeng https://www.justice.gov/opa/pr/indivior-inc-indicted-fraudulently-marketing-prescription-opioid

https://www.justice.gov/opa/press-release/file/1153066/download




Buprenorphine Battles...but the War???

BUSINESS NEWS

Reckitt to pay $1.4 billion to end opioid
addiction treatment probes

(Reuters) - Reckitt Benckiser (RB.L) has agreed to pay up to $1.4 billion (£1.1 billion)
to end U.S. federal investigations into the marketing of an opioid addiction treatment
by its former business Indivior, lifting a cloud that has been hanging over the British

company for years.

Separately on Thursday, Indivior raised its full-year profit and revenue guidance after

Suboxone lost market share at a slower pace than expected, sending its shares 35%
P P g

higher.
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https://uk.reuters.com/article/uk-reckitt-benc-grp-probe-indivior/reckitt-benckiser-to-pay-up-to-1-4-billion-to-end-indivior-probe-idUKKCN1U60LT



Buprenorphine Improves & Saves Lives
When Utilized as Approved by the FDA
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FDA Approved ADF Opioids on US Market
(July 2020)

_Medicine | Product |FDA ADF Approval Formulation
oxvcodone ER Capsule
!  OxyContin® | IN | IV | | ERTablet

PO Chew | ERTablet
| Embeda® | IN | | POCrush

morphine | Arymo® | | V| | ERTablet
 MorphaBond® | IN | V.|

(] http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3411218/
P IN\NeeK https://www.sciencedirect.com/science/article/pii/S0378517316304884
(] https://www.futuremedicine.com/doi/pdf/10.2217/pmt-2015-0005

https://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm337066.htm




ADFs, At What Cost?

Chemical
Barrier

Agonist/
Antagonist
Opioid
Combinations

PaIN\/\/eeK.

Physical
Barrier

Combination

of Any

Non-ADF

Opioids ADF Opioids

$11.60 Average Cost :
$582 Average COSt Confhct/? :)f Interest
$6.86 Break-Even Cost A

Blue Cross Blue Shield of Massachusetts
Blue Shield of California
Harvard Pilgrim Health Care
Kaiser Permanente
Partners Healthcare
Premera Blue Cross
United HealthCare
Washington State Health Care Authority

Delivery e

System

https://icer-review.org/wp-content/uploads/2017/08/ADF_RAAG_080817.pdf



States Mandating (By Law) ADF Opioid Coverage

Abuse Deterrent Legislation 2017 Session

*Massachusetts (2014)
*Maine (2015)
=Maryland (2015)
*Florida (2016)

=West Virginia (2016)
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ADF Opioid Pipeline
TAAP

*TAAP (trypsin activated abuse protection)
*Trypsin is found only in the small intestine

*MPAR (multi-pill abuse resistance)

* A small amount of trypsin inhibitor (soybeans & egg whites)
added to each pill not affecting opioid release

*If multiple pills are ingested (on purpose or accidentally) the
trypsin inhibitor blocks the activation of the opioid prodrug

PAIN\/\/eekK.

http://www.ensysce.com/bio-md-tech



Trypsin - Protein Breakdown

-

- — = (pancrealic juice)
-

P Z Sy procarboxypeptidase >\ peptides
~ —y» chymotrypsinogen >‘trypsm /’
~
= = » trypsinogen N \ 77 ' /
carboxypeptidase ) -,
chymo}.'/{?/p%m =~ acids \\ : Panc;;;—"

peptides &

= di- & tri- } T, e

enterokinase

Lumen of duodenum
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http://www.physiologymodels.info/digestion/proteins.htm



http://www.physiologymodels.info/digestion/proteins.htm

ADF Opioid Pipeline

TAAP & MPAR
- Oxycodone (PF614) PROVEN TO BE
* 12-hour t ¥2 (true BID dosing)
-Hydromorphone ER (PF329) [
- Amphetamine (PF8001/8026) [
« ADHD

» R-Methadone (PF26810)
* Medication assisted treatment

PAIN\/\/eekK.

https://ensysce.com/our-pipeline
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Audience Question #1

A 45yo female patient with chronic lower back pain and hypertension presents
to your practice as a new patient already having utilized hydrocodone, for many
years. While performing an opioid risk assessment, you find out that she is
living in a house with a spouse who has a substance use disorder. You would
like to convert the patient’s current non-abuse-deterrent formulation (ADF) ER
opioid to an FDA approved ADF ER opioid formulation that is readily available
on the US market. Which of the following is the most appropriate selection
based on this intention?

a) Zohydro ER
b) Hysingla
c) Vantrela
d) Xtampza ER

PaiN\/\/EK.



Audience Question #1

A 45yo female patient with chronic lower back pain and hypertension presents
to your practice as a new patient already having utilized hydrocodone, for many
years. While performing an opioid risk assessment, you find out that she is
living in a house with a spouse who has a substance-use disorder. You would
like to convert the patient’s current non-abuse-deterrent formulation (ADF) ER
opioid to an FDA approved ADF ER opioid formulation that is readily available
on the US market. Which of the following is the most appropriate selection
based on this intention?

__Medicine |  Product
a) Zohydro ER Xtamza ER®
b) HYSINGLA [CORRECT ANSWER] Byesien
c) Vantrela

d) Xtampza ER morphine
MorphaBond®
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Audience Question #2

A 55yo0 male patient with chronic lower back pain and DM2 presents to your practice as
a new patient already having utilized oxycodone, for many years. Upon performing an
opioid risk assessment, you find that he is of high risk for opioid abuse. He also states
that he would prefer an opioid medication that can be sprinkled on his food instead of
swallowing the pill whole. You would like to convert the patient’s current non-abuse-
deterrent formulation (ADF) ER opioid to an FDA approved ADF ER opioid formulation
that is readily available on the US market. Which of the following is the most

appropriate selection based on this intention?

a) Embeda

b) Zohydro ER
c) OxyContin
d) Xtampza ER

PaiN\/\/EK.



Audience Question #2

A 55y0 male patient with chronic lower back pain and DM2 presents to your practice as
a new patient already having utilized oxycodone, for many years. Upon performing an
opioid risk assessment, you find that he is of high risk for opioid abuse. He also states
that he would prefer an opioid medication that can be sprinkled on his food instead of
swallowing the pill whole. You would like to convert the patient’s current non-abuse-
deterrent formulation (ADF) ER opioid to an FDA approved ADF ER opioid formulation
that is readily available on the US market. Which of the following is the most
appropriate selection based on this intention?

a) Embeda Medicine | Product

Xtam DZa ER®

b) Zohydro ER
| oot oxycodone
)

¢) OxyContin
d) XTAMPZA ER [CORRECT ANSWER] ——

morphine
MorphaBond®
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Audience Question #3

Which of the following states have legislation mandating the
prescription insurance benefit coverage of abuse-deterrent
formulation (ADF) opioid medications in at least some manner?

a)Massachusetts
b)Maryland

c) Florida

d)All of the above

PaiN\/\/EK.



Audience Question #3

Which of the following states have legislation mandating the
prescription insurance benefit coverage of abuse-deterrent
formulation (ADF) opioid medications in at least some manner?

a)Massachusetts =Massachusetts (2014)
b)Maryland =Maine (2015)
c) Florida =Maryland (2015)

d)ALL OF THE ABOVE [CORRECT ANSWER] | "Florida (2016)
=West Virginia (2016)
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Where are these opioids coming from...

Friend/Relative (Theft)
Drug Dealer

Rx from >1 MD
Clinician/Office (Theft)

Friend/Relative H E ALTH C ARE

(Buy)

PROFESSIONAL

~1/3rd

Friend/Relative (Free)
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2017 DEA National Drug Threat Assessmen t. https://www.dea.gov/docs/DIR-040-17_2017-NDTA.pdf



Opioid Abuse Transition

_Medicine | Product

oxycodone Xtampza e
4 OxyContln

Hydrocodone Oxycodone Oxycodone
Combo Combo IR Sole ER/IR Heroin

morphine

Tablets Products Products ($10/Bag)
$5-10/Tab $10-15/Tab $1.50/mg

[
PaIN\N< < |'<® Shah A, et al. Characteristics of Initial Prescription Episodes and Likelihood of Long-Term Opioid Use — United States, 2006-2015. Weekly / March 17, 2017 / 66(10); 265-269.

www.bluelight.org



DIAMORPHINE HYDROCHLORIDE

DISCUSSIO“ 5 mg, 10 mg, 30 mg, 100 mg or

500 mg FOR INJECTION

Mark GarOfOI i, PharmD, MBA, BCGP’ CPE Read all of this leaflet carefully before you
Li n ked I n : M a rk G a rOfOI i :tT(r:‘r}::lt'f:(llﬂtltlsf|':t"$rl;'lnr:1.ny need to read it

again.

If you have any further questions, ask your
doctor or nurse

If you get any side effects, talk to your
doctor, pharmacist or nurse. This includes
any p(‘»f;‘%lmo side effects not listed in this
leaflet. See section 4

Diamorphine iiamdr ‘
! Phine
Hydrochloride ydrochlorige

ER 5mg 5mg 3. How to receive Diumurphime
ESeEeAi1p, £ S | for Injection BP for Injection gp ] .Possible side effects

. What Diamorphine is and what it is used for
.Before you receive Diamorphine

,CC &b 5 ampaoules S ar POUles | |
ol 5 ampoules mpouies .How to store Diamorphine

S} & | . Further information

contanor nth ouercarton, 0ot oo WHAT DIAMORPHINE 1S AND WHAT
_rop oot moresch o cnen, e o e, IT IS USED FOR

Diamorphine is a narcotic analgesic

Diamorphine is used to treat severe pain
associated with:

e terminal illness

* heart attack

PaiN\NeeK® ¢ fluid on the lungs




