28 April 2010
Executive Summary

UNIFORM FORMULARY BENEFICIARY ADVISORY PANEL COMMENTS
25 March 2010

- The Uniform Formulary (UF) Beneficiary Advisory Panel (BAP) commented on the
recommendations from the DoD Pharmacy & Therapeutics (P& T) Committee January 2010
meeting.

1. Basal Insulins Class: The P&T Committee recommended the following:

Taking into consideration the conclusions from the relative clinical effectiveness andre  ve
cost-effectiveness determinations, and other relevant factors, the P& T Committee, based upon its
collective professional judgment, voted (15 for, 0 opposed, 1 abstained, O absent) to recommend
the following:

a) Insulin glargine vials (Lantus), insulin glargine pen devices (Lantus SoloStar) and
insulin detemir vials (Levemir) remain classified as formulary on the UF.

b) Insulin detemir pen devices (Levemir FlexPen) be designated as non-formulary 1
the UF.

The P&T Committee recommended (15 for, O opposed, 1 abstained, 0 absent)

1) an effective date of the first Wednesday one week after the minutes are signed, following a
60-day implementation period in the TRICARE Pharmacy Benefits Programn (TPHARM), and at
MTFs no later than a 60-day implementation period; and 2) TMA send a letter to beneficiaries
affected by this UF decision. The implementation period will begin immediately following
approval by the Director, TMA,

Summary of Panel Vote/Comments:

o The Panel voted 11 Concur, 0 Non-Concur, 0 Absent regarding the recommendations for
formulary and non-formulary agents.

e The Panel voted 11 Concur, 0 Non-Concur, 0 Absent regarding the recommended
implementation period of 60 days.

Di?or, TMA:
Cﬁ: comments were taken under consideration prior to my final decision.

2. ANTTHEN PHILIC AGENTS - Factor VIII and Factor IX concentrates: The P&T
Committee recommended the following:















Summary of Panel Vote/Comments:

e The Panel voted 11 Concur, 0 Non-Concur, 0 Absent regarding the recommendation that
aliskiren/valsartin (Valturna) should be designated non-formulary on the UF.

e The Panel voted 11 Concur, 0 Non-Concur, 0 Absent regarding the recommended
implementa 1 period of 60days.

Dl;?tor, TMA:
W comments were taken under consideration prior to my final decision.

9. Implementation of Federal Ceiling Price Regulation:
A. Committee Action — Drugs retaining UF status:

The P&T Committee recommended by consensus the drugs listed below, retain
formulary status on the UF.

TARCEVA
TARGRETIN

B. Committee Action — Drugs retaining or designated NF:

The P&T Committee recommended by consensus the drugs listed below retain NF status or be
designated NF on the UF.

FLUOROPLEX
PANRETIN
SUBOXONE
SUBUTEX
TAZORAC

C. Committee Action - Implementation date for PA

The implementation date for the medical necessity criteria for the branded drugs willr be
prior to 1 July 2010 and not later than 180 days after the minutes of this meeting are signed.
D. Committee Action - Transition date at the MTF POS:

The P&T Committee recommended by consensus a transition period at the MTF POS as
ending no later than January 1, 2011.

Summary of Panel Vote/Comments:

o e Panel voted 11 Concur, 0 Non-Concur, 0 Absent regarding the recor  ndation that
Tarceva and Targretin be retained as formulary on the UF.
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Uniform Formulary Beneficiary Advisory Panel (BAP)

Meeting Summary
March 25, 2010

Washington, D.C.

yers Present:

Deborah Fryar, National Military Family Association, representing The Military
Coalition, Chairperson
Kathryn Buchta, Medical Professional, Health Net Federal Services
Santiago ( avez, Association of Military Surgeons of the United States, representing the
litary Coalition
Barbara Cohoon, National Military Family Association, representing the Military
Coalition
John Crum, Medical Professional, Humana Military Healthcare Services, Inc.
Brian Casull, Medical Professional, TriWest Healthcare Alliance.
Rance Hutchings, Medical Professional, Uniformed Services Family Health Plan
Lisa Le Gette, Medical Professional, Express-Scripts, Inc.
Katherine O’Neill-Tracy, Military Officers Association of America, representing the
Military Coalition
Ira S: »m, Medical Professional, Clinical Associate Professor, Mt. Sinai School of
Medicine
arissa Schlaifer, Medical Professional, Academy of Managed Care Pharmacy

The meeting was held at the Naval Heritage Center Theater, 701 Pennsylvania Ave.,
N.W., Washington, D.C. Lt Col Thomas Bacon, the Designated Federal Officer (DFO),
called the proceedings to order at 9:50 A.M.

Lt Col Bacon said the meeting of the Panel has been convened to review and comment on 1e
recommendations of the Department of Defense (DOD) Pharmacy and Therapeutic (P&T)
Committee meeting held February 17 and 18, 2010 in San Antonio, TX.

Agenda

e agenda for this meeting of the Panel is:
Welcome and opening remarks
Public citizen comments
Review and Panel discussion of P&T Committee recommendations for the followi
therapeutic classes:

1. Basal Insulins
2. Antihemophilic Factors
= Factor VIII and Factor IX concentrates
s Factor VIII/vonWillebrand factor complexes, human prothromt
concentrate complexes, inhibitor bypassir~ products
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3. Designated Newly-Approved Drugs:

= Narcotic Analgesics — Embeda (morphine extended release / naltrexone
capsules)

= Attention Deficit / Hyperactivity Disorder Drugs — Intuniv (guanfacine
extended release tablets)

= Newer Sedative Hypnotics — Edluar (zolpidem sublingual tablets)

= Renin Angiotensin Antihypertensive Agents ( RAAs) - Twynsta
(telmisartan / amlodipine tablets)

» Renin Angiotensin Antihypertensive Agents ( RAAs) — Valturna
(aliskiren/valsartan tablets)

o Formulary Status of drugs not in compliance with 2008 NDAA Section 703

Opening Remarks

Lt Col Bacon began by indicating that Title 10 United States Code (U.S.C.) se: on 1074¢g
subsection b requires the Secretary of Defense to establish a DOD Uniform Formu iry (UF)
of pharmaceutical agents, and establishes the P&T Committee to review the formt iryon a
periodic basis and make additional recommendations regarding the formulary as the
Committee deems necessary and appropriate.

10 U.S.C. section 1074g subsection c also requires the Secretary to establish a UF
Beneficiary Advisory Panel (BAP) to review and comment on the development of the UF.
The Panel includes members that represent non-governmental organizations and associations
that represent the views and interests of a large number of eligible covered beneficiaries.
Comments of the Panel must be considered by the Director, TRICARE Management Activity
(TMA) before establishing the UF or implementing changes to the UF. The Panel’s

meetings are conducted in accordance with the Federal Advisory Committee Act (FACA).

The duties of the Uniform Formulary Beneficiary Advisory Panel are:

e To review and comment on the recommendations of the P&T Committee concerning the
establishment of the UF and subsequent recommended changes. Comments to the
Director, TMA, regarding recommended formulary status, pre-authorizations, and the
effective dates for changing drugs from “formulary” to “non formulary” status must be
reviewed by the Director before making a final decision.

° » hold quarterly meetings in an open forum. The Panel may not hold meetings except
at the call of or with the advance approval of the DFO in consultation with the
Chairperson of the Panel.

. ya minutes of the proceedings and prepare comments for the Secreta or his
designee regarding the Uniform Formulary or changes to the Formulary. The minutes
wi be available on the website and comments will be prepared for the Director, T} \.

As guidance to the Panel regarding this meeting, Lt Col Bacon said the role oft B )
comment on the UF recommendations made by the P&T Committee at their last meeting.













































D. Antihemophilic Agents — Factor VIII/von Willebrand Factor Complexes,
human Prothrombin Concentrate Complexes, and Inhibitor Bypassing
Products — Uniform Formulary Implementation Plan

(Dave Meade) PEC Script

The P&T Committee recommended (14 for, 0 opposed, 1 abstained, 1 absent)

1) an effective date of the first Wednesday one week after the minutes are signed,
following a 180-day implementation period in the TRICARE Pharmacy Benefits Program
(TPHARM), and at MTFs no later than a 180-day implementation period; and 2) TMA
send a letter to beneficiaries affected by this UF decision. The implementation eriod
will begin immediately following approval by the Director, TMA.

Col Lounsbery will now provide the physician perspective

E. Antihemophilic Agents — Factor VIII/von Willebrand Factor Complexes,
Human Prothrombin Concentrate Complexes, and Inhibitor Bypassing
Products — Physician Perspective

(Col Lounsbery)

Col Lounsberry indicated that from a physician’s standpoint there is nothing d ‘erent to
say . out this sub-class from the previous sub-class. Again the key factor was the
immunogenicity and not making people switch.

F. Antihemophilic Agents — Factor VIII/von Willebrand Factor Complexes,
Human Prothrombin Concentrate Complexes, and Inhibitor Bypassing
Products — BAP Questions and Discussion

With the floor open for Panel questions and discussion, Dr. Schlaifer noted that there was
one vote opposed and asked if this set of recommendations was more contr¢ :rsial than
th revious sub-class and whether there was any discussion of the reason for the no vote.
C:. _ounsberry replied that no reasons for the no vote were given nor were any provided
for the votes to abstain. She said that sometimes happens.

There was also a brief discussion during which the vote tally reported in the pre-meeting
handout was corrected to show the actual vote : 11 for, 1 opposed, 3 abstaine 1 absent.

Dr. Casull asked whether there was any Committee discussion of the pharmacodynamics
of people already on heparin and whether t! might be any ar ‘ntat fec

from the two products that contain heparin. CPT Haney answerea that the amount of
heparin is very small and was considered irrelevant.

Dr. Cohoon verified that the implementation plan for MTF would be 180 days and that
> system would get the word out to the affected beneficiaries about the p«  1tial for
adverse events involved in switching medications.
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deterrent formulation of morphine to reach the market. Each capsule contains round
pellets of morphine ER that surround a naltrexone core. Morphine sulfate ER/naltrexone
is a Schedule II controlled substance and is classified as a high-potency sin; : analgesic
agent in the narcotic analgesic drug class, which was last reviewed in February 2007.
Embeda is indicated for the treatment of moderate to severe pain in adults when
continuous, around-the-clock analgesia is required for an extended period of time.

Utilization of the narcotic analgesics is shown in Figure 2 on page 6 of the handout.
Oxycontin and the fentanyl patch have the highest utilization.

Morphine is a pure opioid agonist selective for the mu receptor, while naltrexone is a mu
antagonist that reverses the effects of the mu agonists. When the capsules are taken whole
as directed, the morphine provides analgesia, with no clinical effects from the naltrexone.
Attempts to tamper with the pellets either by crushing or dissolving will causear: id
release and absorption of the naltrexone, antagonizing the effects of the morphine
released.

The unpublished trial used to gain FDA approval reported that Embeda was superior to
placebo in relieving pain in patients with osteoarthritis. A study in recreational opioid
users reported reduced drug liking for crushed Embeda capsules and whole Embeda
capsules, when compared to immediate release morphine solution. The clinical
significance of reduction in drug liking is unknown. The product labeling states, “There
is no evidence that the naltrexone in Embeda reduces the abuse liability of Embeda.”
There are no other abuse deterrent opioids on the market yet, though several are currently
in development.

The safety profile for Embeda reflects that of other morphine ER products and narcotic
analgesics on the Uniform Formulary (UF). Crushing, chewing or dissolving pellets can
cause fatal release of morphine or precipitate withdrawal in opioid-tolerant individuals.

The P&T Committee concluded (15 for, O opposed, O abstained, 1 absent) there was a
potential benefit, that Embeda reduces drug liking when crushed compared to o  er high
potency narcotics. However, the abuse deterrence of Embeda has not been proven.

Dr. Meade will now give the cost-effectiveness review.

. Embeda— Relative Cost-Effectiveness
( wve Meade) PEC Script

The P&T Committee evaluated the costs of the agent in relation to the efficacy, safety,
tolerability, and clinical outcomes of the other currently available narcotic analg: .

1formation considered by the P&T Committee included, but was not limited to, sources
of information listed in 32 CFR 199.21(e)(2).

Cost minimization analysis (CMA) was used to evaluate the relative cost-effec 'eness of
e agent. Results from the CMA showed the projected weighted average cost per dav

for En :da is higher than the other formulary narcotic analgesics, including tras

fentanyl, morphine sulfate ER (Avinza and MS Contin), oxycodone (OxyContir

o: norphone (Opana ER). However, the projected weighted average cost per d
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Please turn to table 6 on page 7 of the handout. Intuniv is indicated for the treat: :nt of
ADHD in children and adolescents aged 6 to 17 years. Intuniv is included in the
ADHD/Narcolepsy drug class, which was reviewed in November 2006.

Utilization of the entire ADHD drug class is shown in Figures 3 and 4 on page 8 of the
handout. Figure 3 shows both the stimulants and non-stimulants, while Figure 4 shows
only the non-stimulants.

Guanfacine immediate release (IR) (Tenex, generics) is FDA-approved for treating
hypertension, but is well accepted for off-label use in ADHD. Intuniv is dosed once daily
for ADHD and is approved as monotherapy. Guanfacine IR is usually dosed twice vy
for ADHD. Guanfacine is an alpha-2A agonist, and is not a scheduled substance, unlike

e stimulants (methylphenidate and amphetamine). Clonidine is a non-selective alpha-
2A agonist used off-label for ADHD. Clonidine is available in tablets and transdermal
formulations. Intuniv has a longer half-life than clonidine and causes less sedative and
hypotensive effects.

Atomoxetine (Strattera), another nonstimulant, is FDA-approved as monotherapy for
children with ADHD and has a different mechanism of action (norepinephrine reuptake
inhibitor) than guanfacine. It is also approved for ADHD in adults. Atomoxetine has
more established efficacy data than Intuniv, but safety concerns include suicidal ideation
and hepatotoxicity.

There are no direct comparative trials with Intuniv and other ADHD nonstimulan
(guanfacine IR or atomoxetine). In two 8-week studies, Intuniv was superior to placebo
in reducing symptoms associated with ADHD. Its efficacy in adolescents and the optimal
dose for heavier adolescents remain to be determined. The duration of action of Intuniv
ranged between 8 to 12 hours and was dose-dependent. Longer-term trials are necessary
to delineate its place in therapy.

Relative Clinical Effectiveness Conclusion—The P&T Committee concluded (15 for, 0
o] osed, O abstained, 1 absent) that guanfacine ER (Intuniv) has a different mechanism
ot action and adverse effect profile than atomoxetine (Strattera). The P&T Committee
acknowledged that Intuniv offers the convenience of once-daily dosing and a defined
dosing regimen compared to guanfacine IR and clonidine, but there is insufficient data to
suggest whether there are additional clinical advantages compared to the other UF
nonstimulants.

Dr. Meade will now give the cost-effectiveness review.

. Intuniv — Relative Cost-Effectiveness
) PEC. ipt

P&T Committee evaluated the cost of guanfacine ER (Intuniv) in relatic o the

¢ acv. safety, tolerability, and clinical outcomes of the ADHD agents in the

ADHI  larcolepsy UF drug class. Information considered by the P&T Committee
included, but was not limited to, sources of information listed in 32 CFR 199.21(e)(2).

r
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(Dave Meade) PEC Script

-

e P&T Committee recommended (15 for, O opposed, 1 abstair 0 absent)
1) an effective date of the first Wednesday one week after the minu  are signed,
fo Hwing a 60-day implementation period in the TPHARM, and at MTFs no later than a
60-day implementation period; and 2) TMA send a letter to beneficiaries affected by this

JF decision. The implementation period will begin immediately following approval by
theI ector, TMA.

Col Lounsbery will now provide the physician perspective.

. Twynsta — Physician Perspective

(Col Lounsbery)
C sbery told the Panel that the Committee focused on the lack of a diuretic in this
d key factor in the decision. She said most combination antihypertensive agents

include a diuretic, but this one does not. Additionally, the drug carries a higher cost. 1e
said the Committee will be reviewing the entire class later this year and is also expecting
new guid nes on hypertension agents.

'wynsta  BAP Questions and Discussion

5. Fryar asked when this drug was released. She said the graph looks like the date was
in October. CPT Haney said he did not have that information readily available.

. Twynsta — BAP Vote on UF Recommendation

Ms. Fryar read the P&T Committee’s UF recommendation for the rennin angiotensin
antihypertensive (RAA) agent, telmisartan/amlodipide tablets (Twynsta):

Taking into consideration the conclusions from the relative clinical effectiveness and

relative cost-effectiveness determinations, and other relevant factors, the P&T

Committee, based upon its collective professional judgment, recommended
isartan/amlodipine (Twynsta) be designated NF on the UF.

The nel voted as follows :

Concur: 11 N -concur: 0 Abstain: O
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The P&T Committee recommended by consensus the implementation date will not be prior to
July 1, 2(C ), and not later than 180 days after the minutes of this meeting are signed.

D. COMMITTEE ACTION — TRANSITION DATE AT THE MTF POS:

The &T Committee recommended by consensus a transition period at the I...” POS as
ending no later than January 1, 2011.

. Section 703 — BAP Questions and Discussion

-

e Panel had no questions or comments regarding these recommendations.

F. BAP Vote on Section 703 Recommendations

r

» Chair read, and the Panel voted on, each group of recommendations separately as
f ows:

¢ The P&T Committee recommended by consensus the drugs listed below,
retain formulary status on the UF.

TARCEVA
T: .GRETIN
BAP vote:

Concur: 11  Non-concur: 0  Abstain: 0

e The P&T Committee recommended by consensus the drugs listed below retain NF
status or be designated NF on the UF.

FLUOROPLEX
PANRETIN
SUBOXONE
SUBUTEX
TAZORAC

AP vote:

Concur: 11 Non-concur: 0  Abstain: O

e The P&T Committee recommended by consensus the implementation date
will not be prior to July 1, 2010, and not later than 180 days after the minutes
of this meeting are signed.
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BAP vote:

Concur: 11 Non-concur: 0 Abstain: 0

¢ The P&T Committee recommended by consensus a transition peric at the MTF
POS as ending no later than January 1, 2011.

BAP vote:

Concur: 11  Non-concur: 0  Abstain: 0

Closing emarks

e Panel Chair, 1s. Fryar, thanked the Panel members for their attendance and thanked the
presenters for a fine job. She also tanked Lt Col Bacon for all of his efforts in support of the
Panel as this will be his last BAP meeting.

closing, Ms. Fryar said she believes many improvements have been made in the process since
e Panel started its work but also believes still more work is needed to improve both the quality
and « a ty of the feedback the Panel receives from beneficiaries.

1 ‘0, Lt Col Bacon, announced that Ms. Fryar had been re-elected as the Chair of the Pan

f coming year and that the next meeting has been scheduled for 24 June at the Naval
Heritage Center in Washington, DC. He thanked the TMA and PEC staffs for the support he has
received while in this position and expressed his appreciation for all the hard work t it went into
[ Daring for each meeting. He thanked the Panel members for serving on the BAP in a
volunteer capacity and for devoting their time and attention to its business. He also thanked the
industry rc s and others who have shown an interest in the work of the Panel and who come to
the meetings.

The DFO then adjourned the meeting at 11:45 A.M..
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Appendix 1

3/25/2010 Meeting Mim

Brief Listing of Acronyms Used in This Summary

-eviated terms are spelled out in full in this summary; when they are first used, the acronym

te in parentheses immediately following the term. All of the terms used as acronyms are
listed below for easy reference. The term “Panel” in this summary refers to the “Uniform
Formulary Beneficiary Advisory Panel,” the group whose meeting is the subject of this report.

ACE — Angiotensin Converting Enzyme (a drug class)

ADHD — Attention Deficit Hyperactivity Disorder

AE — Adverse event
APR — Automated Profile Review

ARB — Angiotensin Receptor Blocker (a drug class)
BAP — Uniform Formulary Beneficiary Advisory Panel (the “Panel” referred to above)

BCF — Basic Core Formulary

BIA — Budget Impact Analysis

BP — Blood pressure

BPA — Blanket Purchase Agreement

( — Calcium channel blockers ( a drug class)

CEA — Cost-effectiveness analysis

C.F.R — Code of Federal Regulations

CMA — Cost-Minimization Analysis

CR — Controlled Release (a drug formulation)

DEA — U.S. Drug Enforcement Administration

DFO — Designated Federal Officer
DHP — ‘ihydropyridine
DoD — Department of Defense
[ 1— Diabetes mellitus
ECF — Extended Core Formulary
ER — Extended Release (a drug formulation)
ESI — Express-Scripts, Inc.
— Federal Advisory Committee Act

FCP — Federal Ceiling Price
FDA — U.S. Food and Drug Administration
FPG — Fasting plasma glucose

Lc lycosylated hemoglobin A1C

Z — Hydrochlorothiozide

- Immediate Release (a drug formulation)
IV — Intravenous
) ilipidemics (a drug class)

itary Health System
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