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Gennrich, Jane - Medicaid

From: Eide, Tamara J. - Medicaid

Sent: Monday, April 25, 2016 8:51 AM

To: Gennrich, Jane - Medicaid

Subject: FW: Pfizer Medical Information: Response to your request for information (US16-024065)
Attachments: Medinfo Letter No 3395452.PDF; Idaho medicaid testimony letter _final 4.22.16.pdf

Tami Eide, Pharm.D., BCPS

Medicaid Pharmacy Program Supervisor/Manager
Idaho Department of Health and Weifare
eidet@dhw.idaho.gov

3232 Elder St.

Boise, ID 83705

208-364-1829

800-327-5541 fax

From: Pfizer USMedInfo [mailto:RSCGRO-USMIADMIN@pfizer.com]

Sent: Friday, April 22, 2016 5:56 PM

To: Eide, Tamara J. - Medicaid .
Subject: Pfizer Medical information: Response to your request for information (US16-024065)

Dear Dr Eide,

We would like to request that our Field Medical Director, testify on Embeda at the Idaho Medicaid P&T
Committee meeting on May 20™ 2019. Please communicate directly with our local Medical Outcomes
Specialist, Dr. Lori Blackner at Lori.Blackner-Brown@pfizer.com or by phone at (801) 390-8976 regarding this
request.

The enclosed document contains relevant clinical and economic data for your review. Please keep in mind that
this information was prepared with the understanding that it should not be disclosed to anyone other than those
who in the course of their job responsibilities require access to this document.

Thank you for your inquiry to Pfizer Medical Information. We are pleased to provide you with the attached
information in response to your specific request. To view our response to your inquiry, double-click on the
attached PDF icon. By opening the attached PDF icon, you are acknowledging that you specifically requested
the information attached to this email. PLEASE NOTE: This e-mail is intended only for the specific person who
has requested information about a specific Pfizer Inc product.

Please contact Pfizer Medical Information at (800) 438-1985, or Hospira, a Pfizer Company, at (800) 615-0187:
- If you did NOT request this information
- If you have any other questions regarding Pfizer products

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer at (800) 438-1985 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.




MEDICAL INFORMATION

April 22, 2016

Dear Dr Eide,

We would like to request that our Field Medical Director, testify on Embeda at the 1daho
Medicaid P&T Committee meeting on May 20" 2019. Please communicate directly with our
focal Medical Qutcomes Specialist, Dr. Lori Blackner at Lori.Blackner-Brown@pfizer.com or
by phone at (801) 390-8976 regarding this request.

The enclosed document contains relevant ¢linical and economic data for your review. Please
keep in mind that this information was prepared with the understanding that it should not be
disclosed to anyone other than those who in the course of their job responsibilities require
access to this document,

I hope the information enclosed proves to be of help and interest. Please do not hesitate to contact us at
1-800-438-1985, or via www pfizermedinfo.com, should you require anything further.

Sincerely,

Ellen Shulman, PharmD.
Pfizer Medical Information

US16-024065

Looking for sclentitic infarmation on a Plizer product?
Scan with your smanphone to visit the site

Disclaimers
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This infonmation is supplied as a professional courtesy in response to your inquiry. Itis intended to
provide pertinent data to assist you in forming your ownconclusions and making decisions. The
information is not intended to advocate any indication, dosage or other claim that is notcovered in the
product presciribing information, which can be accessed on www.pfizet.com or by contacting us.

Pfizer Medical Information collects your personal information to address or provide a response to
your medical inquiry. We may share youw information with other Pfizer colleagues to ensure that your
inquiry is addressed appropriately. If you report an adverse event or concem about the quality of a
Pfizer product, we will need to we the information that you have given s in order to meet our
regulatory requirements in relation to the safety of our medicines. It may be necessary for us to share
your information with Pfizer’s affiliates, business partners, service providers and regulatory
authorities located in countries besides your own. Pfizer has implemented measures to protect the
personal information you provide. If you have any further questions about the use of your personal
information, please call 1-800-438-1985.

Copyright of the material contained herein is owned by Pfizer Ine., its affiliates or licensors and
cannot be reproduced or distributed without permission.
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Embeda- Aprit 2016 .
EMBEDA® Cll {morphine sulfateinaltrexonehydrochloride) Extended Release (ER) capsules
Idaho Medicaid written testimony

The purpose of this document is to provide the cliécal and/or pharmacosconenicinformation regarding EMBEDA thatwas requested on the kiaho Medicaid webste; itis not
intended io be used for any otherpurpose. This document cortains relevantinformation for EVBEDA, which may or may nolbe incdludedin the U.8. Preseribing Information (USE).
Phizer does not suggestor recommend the use of EMBEDA in any manner other than as described inthe USPL,

Approved Prescribing Information on EMBEDA and the Medication Guide can be accessed viathe follawing links, respecively. hiip/fabeling.pizer.com/Showl.abelna 4snx7i=64
and httpsidabeling phzer.comShowl abeling. zspx?id=875. In the eventtheselinks shoud rotwaork, please access the products appoved Presaibing Informaton alwwaw.pizer.com
Pleass refer o the full Prescriding information for conrplets BOXED WARNING: ADDICTION, ABUSE, AND MSUSE; LIFE-THREATENING RESPIRATORY DEPRESSION;
ACCIDENTAL INGESTION; NEONATAL ORIOID WITHDRAWAL SYNDRGHE; and (NTERACTION WITH ALCOHCL.

SUMMARY

The points below includebrief summaries of recent dinical and epideniologic evidence published concarning opicid misuse, abuse epidemic aswell as econonic data onErbeda
thatwere not part of the last{2015) submission .

Oploid medication abuse and Socletal and Economic Costs of Oploid Medicatfen Abuse, Dependence

The Cenfers for Disease Corfrol and Prevention {CDC) recently reporied that drug overdess deaths in theUS significanly increased fom 2013 to 2014 mainly dueto an increase in
opicid overdese dealhsg. In 2014 opioids wereinvoed in 28,647 deaths, mors hanin any previous year onrecord? In 2014, almost 2 million Americans abused orwere dependent
on prescripion opioids.

Praduct manipulation is more corrmon with extended-relsase opicids than with inmadiate-release opldds dueto a higher drug content™ Whik overconsumption of prescription
opioid medications is a commen method of abuse, ndings fomthe National Health and Wellness Survey (NHWS) showed ﬂ]atgpprmhﬁtelzhalfof surveyed parficipants reporting
the use of opioid madications 1o gsthigh had tanpered with the medication bg swallowing itwith aloohol, chewing it, of crushing itto enable abuse by other routes (eg, Vinjection,
sncring).” Additionally, based cn andysis of RADARS Poison Center deta (2006- 2014} Intentional abuse exposures invaving prescripbion opioid medicalion tampering assccialed
viith injection or inhalaficn were more likely associaled with death or major medical outcoms than exposwes fromoral ingestion (87% and 76%grealer risk, raspeciively).
Prescripion opioid medication larrpering associated withinjection orinhalation vs ord ingesion accounss for a disproportionate shars of saricus health consequences induding
death (% of casesieadngto deah or a major medical outcome: 13.4% vs 126% vs 7.2%, respecively?

Total US societal and economic costs due to prescrighion opicid medicaion abuss, dependencs, or misuse aresubstantial and are esimated o be > $50bilton annully.'* Several
analyses have been conducied of Medicaid populdions and have found that prescription opioid medication abusers, compared to non-abusers, have substantialy grealer anual
heaith care costs, resource uiilization, and prevalence of comarbidities.2 Recent data show that excess annud medical costin Medicaid patienis with diagnosed opicid abuseand
dependence is ~$1 5000padent?

Economic Model

Ecenomic models denonstrate that the larger costs associatedwith opioid abuse and dependence are divenby direct medical costs of abuse (eg, hepalilis, HiV, kauma) and
relaled medical events such as emergency department (ED) visits, hospitalizations and substance abuss reaiment Amcdel was developed o assess fe quantitabiverelsonship
between posilive subjecive measums (PSM) i.e, drug liking and high from human abuse lishilty studies and resl-world non-medical uPsSe"SrNMJ s a PSAMNMU model. The PSANM
model demonstrated a significant relaton between reductions in the PSMof overall drug lking endrealwodd NMJ rates. Using this NKU model for an ER morphine ADQO{i.e,
ENBEDA) with a pravious budget-inpact model allowed an estmation of medical events avoided and costsavings basedon the overdl US gopulaticn coverad by a singe payer.
This analysis estimated annud reducions in NMU rates in the range of 45.1% to 938% and estimated health care savings in fhe range of $147.7 nillion to $3236 millicn annually in
the USfor EMBEDA, assuming itreplacad the branded non-abuse-deterrent formulafion ER morphine products currenty availables

Clinical safetyfIndication/ Dosage and adminisiration

ENMBEDA Is contraindicated in patienis with signficant respiratory depression, acute or severe bronchid asthma, known o suspected pardylicileus, or hypersensiivity to morphine
or naltrexone, The most common adverse reactions (> 10%) ane consn('!)aﬁm, nausea, and sonnoknce. n a lorgterm, g{pen—label 12-month safely study, the distibution of
adverse reactions was similar to thatsean inthe contralled studies and was consistentwith the mostcommon oploid-relaed adversereactions. Pleassrefer to hell Prescriting
Information far completa informafion on warnings, precations and adverse events.

EMBEDA (momphing sulfale andnalrexane hydrochloride extended release capsuies) is a combinaion opicid agonistopicid antagonist product indcatad for the management of pan
severe enough to require daly, around-the-clock, long-temn opioid freatment and for which alternative reatment op§ons areinadequate. +

EMBEDA is available in six dosage strengths: 20mpA 8 mg, 30 ng .2 &ﬁomg/z g, 60 mg2.4mg, 80 mg /3.2 mg and 100mg/4 mg. Enbeda 100/4 mg capsules are only for
patients in whomtolerance (o an opioid of comparable potercy is established Palients considerad oplold-folerant arethose laking, for 1 week or longer, atleast80 mg of morphine
daily, at'east 30 mg of oral oxycooore daly, atleast8 mg of oral hydromesphenedaily, or an equiandgesic doseof ancther opioid ENBEDA Is adnimistared ata fequency of sither
onca daily {every 24 hows) orwice dally (every 12 hours), Because steady-state plasma concentrations are appriximated within 24 to 36 hours, EVBEDA dose may be adjusled
every 1 to 2 days. Do notabrup8y discontinue EVBEDAIN a physically-dependent patient. Instruct patients to swallow ENMBEDA capsules intact, or fo sprinkle the capsule contenis
on applesauceand immediately swallow withow chewing. The pellesin the capsule are notto be crushed, dissolved, or chewed. [fthe pslletsin EVBEDA capsules are crushed,
gissorvgd or cheweg itwill resuttin uncontrolled delivery of morphine and canlead to overdose or death They can rekeasesuficient ndtrexcneto predigiate withdrawal in opicid-
ependentindividuals. *
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Additional details regarding the economic model are provided below:

Quantitative Link Between Human Abuse Liability Studies and Real-World Nonmedical Use

Overview

Human abuse liabilily studies, also known as dinical abusepatential studies, areimportant for assessing the abuse potential of new drug formulations. Study
participants typically have a history of recreationa drug use, are notdependent on opidds, and are adminisiered specific doses of study drug active comparsior,
and placebo. The participants are asked to rate heir experignce with sach product on a range of positive subjective measures {PSh). PSNs of “overall dg
fiking,” “crug liking.” and * high” are evaluated using a 100-paint VAS, in which larger valuas represent a greater degree of dg lking or high, In human abuse
liability shedies of abuse-detarrent farmulaions (ADFs), the ADFs have been shown to extibi lower PSiscores than non-ADF controks. However, the extentlo
which these reductions in PSM scores translate to reductions in rea-world abuse ratesis unknown. S

Economic models, such as he budgetimpactmodel described above, demonstrate that the lamger costs associated with opioid abuse and dependence are
driven by direct medical costs of abuse {eg, hepailis, HIV, raume) and related medical events such as ED visits and slays in substance abuse treatmant

. conters> Witereas ADFs have been shown fo decrease PSMscores conpared to non-ADFs, the extent by which hese reductions in PShs are assedated wilh
reductions in reatwond abussrates and associaled cosls has not been eslablshed.

The aimofthis shudy ® was to:
o Assess the relationshipbetween PSMs fromhuman abuse liatility sudies and realworld non-medical use
«  Evaluate the healthcare resource ulization and costimpasts of these relafenships

Methods
The study involved two compenents:

1) Multivariate Econometric Model - A quantitative evaluation ofthe asscciation between PSMs and real-world nonmadical userates wias calculated
using an ordinary leask-squares regression. The dependert variatle wes nonmedcal use, and theindependant variatle was each PSM The mods!
confrofled for presciption volteme and indicsors for ¢pinids and conrolled substance schedue.

2)  Budget Impact Model - The budgetimpact model translated the esimated relaticn bo an implied measure ofheath care ullization and cost
savings. Using a budgetimpact model devebped by While etal, 20097, the health care events avoided and cos! savings assacided witha
reduction in PSMscore due Yo the introduction of an abuse-deterrent opicid were calculated.

Data Sources: Several data souices were used to obtainthe followinginfomation:
+  Nonmedical use: 2010 NSDUH and 2010 DAWN
+  PSMs: Post hocanalysis of human abuseliability studies. These studies provided the average peak effeels (E-a} for “overdl dug lking,” “drug
liking,” and "high”
s Prescripion drug volume: IMS Health

Model Assumplions: WModel assymplions included

+  The ADF effectiveness was varied over a renga of 20to 80 percentlo determine the average number of hedthcare events avodded and cost savings
s The ADF was priced atpar with e branded opiaid.
*  The ADF replaced the brended cpidd ofthe same molecuie 100%
*  Prescripion volume remained stable.
s (enerics were assumed fo still be avaiable atthe same prescription vaume.
Results

Based on human abuse lizbiity studies of (ER morphine abuse deterent formulation (Embeda) , te reduciicns observed in e overal dugliking £, are
asscciated with privale payer cost reductions usingthis model inthe range of $147.97-$3236 million (Table )5

Table 1.impact of Reduced Overall Drug Liking E.. Observed in Human Abuse Liability Studles fer ER morphine Abuse-Deterrent Formulation
{Embeda) Relative to
Comparator Non-Abuse-Deterrent Formulation ®

aIntroduce
“ER Morphine
Beterrant Fo
T51%-988%

ﬁedmted 'bercenttriebi"earse Tn nonmedicaluse rate

Total predicted for percent decrease
 EsTenaled number; ol HoSpakztions avakle:
Per 1% decrease in onmedeal userale

Total predicted for percent dacrease 7,457-16,337
:Estmiated Heakh carecost savin
Per 1% decrease in nonmedical userate 53.28 million

Tolal predicted for percent decrease $147.7 million-$323.6 million
ER = exiendedrelease
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