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ABSTRACT

BACKGROUND: Multiple sclerosis (MS) is a chronic, disabling, and costly
disease with several treatment options available; however, there is vari-
ability in evidence-based clinical guidelines. Therefore, payers are at a
disadvantage when making management decisions without the benefit of
definitive guidance from treatment guidelines.

OBJECTIVE: To outline approaches for the management of agents used to
treat MS, as determined from a group of U.S. managed care pharmacists
and physicians.

METHODS: A modified Delphi process was used to develop consensus
statements regarding MS management approaches. The panel was com-
posed of experts in managed care and included 8 pharmacy directors and
6 medical directors presently or previously involved in formulary decision
making from 12 health plans, 1 specialty pharmacy, and 1 consulting
company. These decision makers, who have experience designing health
care benefits that include MS treatments, provided anonymous feedback
through 2 rounds of web-based surveys and participated in 1 live panel
meeting held in December 2010. Consensus was defined as a mean
response of at least 3.3 or 100% of responses either “agree” or “strongly
agree” (i.e., no panelist answered “disagree” or “strongly disagree”)

on a 4-item Likert scale (1=strongly disagree, 2=disagree, 3=agree,

4 =strongly agree).

RESULTS: After 3 phases, these managed care representatives reached
consensus on 25 statements for management of patients with MS.
Consistent with managed care principles, this group of managed care
experts found that health plans should consider efficacy, effectiveness,
and safety, as well as patient preference, when evaluating MS therapies for
formulary placement. Cost and contracting should be considered if efficacy
and safety are judged to be comparable between agents.

CONCLUSION: The consensus statements developed by a panel of managed
care representatives provide some insight into decision making in formu-
lary and utilization management of MS therapies.
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What is already known about this subject

e There are several clinical treatment guidelines for multiple scle-
rosis (MS) in the United States and the United Kingdom, but the
principal guideline from the American Academy of Neurology
(AAN) in the United States is outdated (2002) and much less
comprehensive than the National Institute of Clinical Excellence
(NICE) guideline that is also dated (2003).

e There is variability among the clinical treatment guidelines
regarding the use of pharmacologic agents for the treatment of
MS, and payers lack updated clinical guidance on which to base
insurance benefit design decisions.
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What this study adds

* Consensus, defined as a mean score of at least 3.3 on a 4-point
Likert scale or no panelist answering “disagree” or “strongly
disagree” on the same 4-item Likert scale, was attained for 25
statements presented to a panel of managed care pharmacists and
physicians over 2 anonymous web-based surveys followed by a
live meeting.

ultiple sclerosis (MS) is a chronic, disabling, costly
‘ \ / | disease with several treatment options available.
While treatment guidelines exist for MS, there is
wide variation in the topics discussed among the 3 primary
sources, including the American Academy of Neurology (AAN),
European Federation of Neurological Societies (EFNS), and
National Institute for Health and Clinical Excellence (NICE).!
For example, the NICE guidelines are used by the National
Health Service to determine drug coverage in the United
Kingdom and therefore include data on health economics and
cost-effectiveness analyses.! Also, the NICE guidelines include
guidance for consumers and recommendations from patient-
reported outcomes, while the AAN and EFNS guidelines use
only evidence derived from physician-reported outcomes in
describing MS diagnosis and treatment options." In addition
to the wide variation in topics discussed, new agents, such as
fingolimod and dalfampridine, have been approved in the past
year for the treatment and symptom management of MS and
are not addressed in the guidelines.! Therefore, U.S. payers face
a challenge when making management decisions without the
benefit of guidance from specific treatment guidelines.
Approximately 400,000 persons in the United States have
MS,? and the clinical course, severity, disability, and symptoms
vary from patient to patient.® Relapsing-remitting MS (RRMS)
is the most common type and is characterized by intermittent
episodes of neurological deterioration (relapses) with periods
of clinical stability occurring between attacks.?? Eighty-five
percent of all patients with MS initially present with clinically
isolated syndrome (CIS), defined as a first neurological attack
caused by central nervous system (CNS) demyelination.* Most
patients (68%) with CIS later develop clinically definite MS
(CDMYS), characterized by a second clinical attack or new brain
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magnetic resonance imaging (MRD-confirmed lesions.>®

MS typically presents in women between the ages of 20
and 40 years, a demographic that is commonly covered by
commercial health insurance.” Ultimately, patients with MS
may progress to full disability, leading to Medicare coverage.
The economic impact of MS to the third-party payer is signifi-
cant.!® A retrospective database analysis reported by Asche et
al. (2010), which analyzed pharmacy and medical claims for
commercial health plans between 2004 and 2006, estimated
the mean total direct all-cause cost per patient with MS to be
nearly $19,000 over a 12-month period and noted that costs
were approximately 4.7 times higher for newly diagnosed
MS patients compared with healthy plan members without
MS.® Although adjusted to 2010 using the Consumer Price
Index, only one-fourth of the average costs were attributed
to MS-injectable drugs. This is a limitation of the analysis by
Asche et al., since new agents have entered the market since
2006, and the prices of the agents used for the treatment of MS
have increased over time."!

The objectives of treating MS are to prevent relapses and
delay disability progression.!? A platform therapy has been
defined as an agent that will provide baseline immunomodula-
tory action and can be administered for an extended period
of time.””> The platform therapies, including glatiramer acetate
(Copaxone) and the interferons (IFNs) IFN beta-la intra-
muscular (IFNp-la IM; Avonex), IFN beta-1b subcutaneous
(IFNB-1b SC; Betaseron and Extavia), and IFNB-1a SC (Rebif)
are indicated for patients with relapsing forms of MS to reduce
the frequency of clinical exacerbations.!*'® TFNB-la IM and
IFNP-1a SC are also approved to slow/delay the accumulation
of physical disability. In addition, IFNf-la IM, IFNB-1b SC,
and glatiramer acetate are approved for patients who have
experienced a first clinical episode (i.e., CIS). These platform
therapies are commonly used when patients initially show
signs of relapsing MS; however, when to initiate treatment and
which therapy to use remain controversial.®> Natalizumab, an
integrin receptor antagonist, is indicated as “monotherapy for
patients with relapsing forms” of MS and “is generally recom-
mended for patients who have had an inadequate response to,
or are unable to tolerate, an alternate MS therapy™® (Table 1).

Currently, 2 oral agents are approved by the U.S. Food
and Drug Administration (FDA) for use in patients with MS.
Fingolimod was approved by the FDA in September 2010 to
reduce relapses and delay disability progression in patients
with relapsing forms of MS.?® Dalfampridine was approved in
January 2010 and is the first treatment in the United States to
improve walking in patients with MS as demonstrated by an
increase in walking speed.?! Dalfampridine is not a platform
therapy and does not alter the MS disease course. The approved
MS indication, dosage, and administration from the prescrib-
ing information of the platform therapies and other MS agents,
including natalizumab, fingolimod, and dalfampridine, are
listed in Table 1.
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While the addition of oral disease-modifying agents and
agents used to treat the symptoms of MS provides more treat-
ment options, close evaluation of efficacy, safety, and cost
associated with all MS therapies is important for patients,
clinicians, and payers. Therefore, the purpose of this study
was to develop consensus statements outlining approaches for
the management of agents used to treat MS, as determined by
a group of United States managed care decision makers. The
consensus statements resulting from this study are intended to
serve as a practical reference tool for health plans, to be used
in conjunction with clinical evidence, when designing benefits
and coverage policies for MS agents.

Il Methods

This study used a Delphi process, which is commonly used to
identify evidence that is best determined from group involve-
ment or an expert panel and may be used to develop consensus
guidelines.?*** Typically, the Delphi process maintains anonym-
ity among participants to help eliminate potential bias by allow-
ing participants to respond openly.* However, a completely
anonymous approach prevents the opportunity for potentially
valuable discussion and debate that can facilitate consensus.
Therefore, modified Delphi approaches have been developed to
incorporate both anonymous responses and face-to-face discus-
sions from experts to finalize consensus.?>** Given the objective
of this study, a modified Delphi approach, which included a live
meeting, was selected as the methodology.

A Delphi panel requires identification of those who are well
informed about the specified field.*»* The current panel con-
sisted of experts in managed care and included 8 pharmacy
directors and 6 medical directors from 12 U.S. health plans,
1 specialty pharmacy, and 1 consulting company who were
presently or previously involved in the formulary decision-
making process at their organizations. The panelists repre-
sented approximately 110 million covered lives. Specifically,
the covered lives represented the following insurance types: 80
million commercial, 14.8 million Medicare, 11.7 million self-
funded, and 3.4 million Medicaid. Panelists were not required
to be experts in the treatment of MS, but the panel members
were provided with background reading material on MS. The
panel was chaired by a medical director who was selected by
the consulting company Xcenda based on previous Delphi
panel experience and work in MS. The chairperson approved
all questionnaires and study materials.

The protocol used for this study included 2 rounds of web-
based surveys followed by a live consensus meeting that was
held on December 11, 2010. The first-round survey consisted
of mostly open-ended questions (98%), which is typical in the
Delphi process.”? The second-round survey included mostly
close-ended questions (98%). If fewer than 33% of panelists
responded in the same way to an open-ended question, then
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Drug Therapies for MS Considered by the Consensus Panel

Drug and Date of FDA
Approval

FDA-Approved Indication(s)

Dosage and Administration

Interferon f-1b SC
(Betaseron)
July 1993

“Treatment of relapsing forms of MS to reduce the frequency
of clinical exacerbations. Patients with MS in whom efficacy
has been demonstrated include patients who have experi-
enced a first clinical episode and have MRI features consistent
with MS.”15.16

“The recommended dose is 0.25 mg injected SC every other
day. Generally, start at 0.0625 mg (0.25 mL) SC every other
day, and increase over a 6-week period to 0.25 mg (1 mL)
every other day.”15.16

Interferon f-la IM
(Avonex)
May 1996

“Treatment of patients with relapsing forms of MS to slow
the accumulation of physical disability and decrease the fre-
quency of clinical exacerbations. Patients with MS in whom
efficacy has been demonstrated include patients who have
experienced a first clinical episode and have MRI features
consistent with MS. Safety and efficacy in patients with
chronic progressive MS have not been established.”!”

“The recommended dosage is 30 mcg injected IM once a
week."17

Glatiramer acetate SC
(Copaxone)
December 1996

“Reduction of the frequency of relapses in patients with
Relapsing-Remitting MS, including patients who have experi-
enced a first clinical episode and have MRI features consistent
with MS."14

“For SC injection only; recommended dose is 20 mg/day.”#

Interferon f-la SC
(Rebif)

“Treatment of patients with relapsing forms of MS to decrease
the frequency of clinical exacerbations and delay the accumu-

“Dosages shown to be safe and effective are 22 mcg and 44
mcg injected SC 3 times per week (tiw). IFN p-1a SC should be

March 2002 lation of physical disability. Efficacy in chronic progressive administered, if possible, at the same time (preferably in the
MS has not been established.”18 late afternoon or evening) on the same 3 days (e.g., Monday,

Wednesday, and Friday) at least 48 hours apart each week.
Generally, patients should be started at 20% of the prescribed
dose tiw and increased over a 4-week period to the targeted
dose, either 22 mcg or 44 mcg tiw.”18

Natalizumab “As monotherapy for the treatment of patients with relaps- “300 mg infused intravenously over approximately 1 hour,

(Tysabri) ing forms of MS to delay the accumulation of physical dis- every 4 weeks. Do not give as an intravenous push or bolus.

November 2004;
reintroduced July 2006

ability and reduce the frequency of clinical exacerbations.
Natalizumab is generally recommended for patients who have
had an inadequate response to, or are unable to tolerate, an
alternate MS therapy.”19

Natalizumab solution must be administered within 8 hours of
preparation. Natalizumab is available only through a special
restricted distribution program called the TOUCH Prescribing
Program and must be administered only to patients enrolled in
this program.”!?

Interferon p-1b SC
(Extavia)
August 2009

“Treatment of relapsing forms of MS to reduce the frequency
of clinical exacerbations. Patients with MS in whom efficacy
has been demonstrated include patients who have experi-
enced a first clinical episode and have MRI features consistent
with MS.”15

The recommended dose is 0.25 mg injected SC every other day.
Generally, patients should be started at 0.0625 mg (0.25 mL)
SC every other day, and increased over a 6-week period to 0.25
mg (1 mL) every other day.!>

Dalfampridine “Indicated to improve walking in patients with MS. This was | “Maximum recommended dose is 10 mg twice daily (approxi-
(Ampyra) demonstrated by an increase in walking speed.”?! mately 12 hours apart) with or without food.”2!

January 2010

Fingolimod “Treatment of patients with relapsing forms of MS to reduce “The recommended dose is 0.5 mg orally once daily, with or
(Gilenya) the frequency of clinical exacerbations and to delay the accu- | without food.”20

September 2010

mulation of physical disability.”20

FDA=U.S. Food and Drug Administration; IFN =interferon; IM =intramuscular; mcg=microgram; mg=milligram; mL=milliliter; MRI=magnetic resonance imaging;
MS = multiple sclerosis; SC=subcutaneous; tiw=3 times weekly; TOUCH = Tysabri Outreach: Unified Commitment to Health.

that question was considered unlikely to reach consensus and
was discarded. Qualitative responses cited by more than 33%
of panelists were converted to affirmative statements and pre-
sented in the next round to try to obtain consensus. The panel-
ists were asked to respond to the affirmative statements using a
4-point Likert scale (4=Strongly Agree, 3 =Agree, 2 =Disagree,
1 =Strongly Disagree).

Consensus thresholds were determined for categorical data
a priori. The panel defined consensus as a mean score of at least
3.3 or 100% of responses either “agree” or “strongly agree” (i.e.,
no panelist answered “disagree” or “strongly disagree”) based
on the 4-point Likert scale. Closed-ended questions from
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Survey 2 that did not reach consensus were presented to the
panelists again at the live consensus meeting. Panelists were
asked to reconsider their responses in light of the group aver-
age, but they were advised that revising their original responses
was not mandatory. Audience-response keypads were used at
the live consensus meeting, which preserved anonymity of
quantitative responses. The live consensus meeting provided
the opportunity to gain qualitative context around topics that
achieved consensus in Survey 2 and at the live meeting, as well
as those that did not. The same panelists were involved in all 3
phases of the Delphi process.

For example, 79%, 7%, and 14% of panelists responded with
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“yes,” “no,” and “unknown/other,” respectively, in response to
this open-ended question in Survey 1: “Should all patients with
CDMS be treated with a disease-modifying therapy?” Since
fewer than 33% of panelists responded “no” or “unknown/
other,” and more than 33% of panelists responded “yes,” the
question was converted to an affirmative statement in Survey
2: “All patients with CDMS should be treated with a disease-
modifying therapy.” The mean response using the 4-point
Likert scale was 3.21; therefore, the question was asked again
at the live meeting with a slight variation: “Most patients with
CDMS should be treated with a disease-modifying therapy.”
This statement reached consensus based on the 4-item Likert
scale with a mean response of 3.4. Table 2 provides examples
of selected statements and scoring results from the 3 phases of
the consensus panel.

Hl Results

The consensus statements (Table 3) are based on the results
from the 2 web-based surveys and the live meeting (available
from the authors by request). The results presented below are
based on both the consensus statements and the discussion
that the panelists had during the live meeting.

Management of Platform Therapies

The panel addressed several topics with respect to formu-
lary management of the platform therapies for MS. First, the
panel reached consensus that decisions regarding when a CIS
patient should start disease-modifying therapy for MS should
be made by the health care provider. Nearly reaching consen-
sus, the panel concluded that if a diagnosis of CIS/CDMS is
documented, health plans should not implement restrictions
regarding when a patient can be started on a disease-modifying
therapy. The panel discussed that a health plan may require
documentation of diagnosis, and the panel reached consen-
sus that most patients with CDMS should be treated with a
disease-modifying therapy. In the live-meeting discussion, the
panel recognized that the IFNs and glatiramer acetate have
distinct mechanisms of action, and glatiramer acetate is the
only disease-modifying agent that is classified as pregnancy
risk category B.

Given the lack of a neurologist-endorsed treatment algorithm
prioritizing these 2 classes, and because some patients may not
tolerate some therapies, the panel discussed that health plans
should provide options to MS patients. The panel reached
consensus that the options should include preferred access to
platform therapies, including glatiramer acetate and at least one
IFN. The panelist discussed that access to IFNs does not need
to be limited to just 1 IFN. There are currently 3 high-dose/
high-frequency IFNs available in the United States: 2 IFNp-1b
SC products, which are identical in every way except name
and manufacturer, and 1 IFNp-la SC product. IFNp-1a IM is
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the only low-dose/low-frequency IFN available in the United
States. Since there is more than 1 high-dose/high-frequency
IFN, the panel discussed management among the high-dose/
high-frequency IFNs. The panel reached consensus that health
plans should have 1 preferred high-dose/high-frequency IFN
on formulary, but during discussion they did not recommend
which of the 3 available agents should be in the preferred posi-
tion. “Preferred” status indicates that these agents would not
have utilization management restrictions, such as step therapy.
The panel reached consensus that access to nonpreferred IFNs
should be restricted by step therapy or use of a preferred agent
first. The panel did not achieve consensus on whether patients
should be required to use more than 1 IFN (such as a high-
dose/high-frequency IFN and a low-dose/low-frequency IFN)
prior to trying an agent with another mechanism of action.
The panel reached consensus that efficacy, safety, cost, and
contracting should be taken into consideration when selecting
the preferred high-dose/high-frequency IFN for formulary. The
panel did discuss that if efficacy and safety are judged to be
comparable among agents, then cost and contracting should be
considered as secondary means to formulary assessment.

The panel did not reach consensus on whether health plans
should restrict laboratory monitoring or diagnostic imaging for
patients on platform therapies. During the discussion, some
panelists stated that laboratory monitoring and imaging should
be left up to the provider, while others advocated utilization
management by the health plan; details of the utilization man-
agement criteria were not discussed by the panel. However, the
panelists indicated during their discussion that if laboratory-
monitoring requirements are included in the prescribing infor-
mation or the Risk Evaluation and Mitigation Strategies (REMS)
program for a product, health plans will have a difficult time
restricting access to the laboratory monitoring.

Management of Nonplatform Therapies:

Natalizumab, Fingolimod, and Dalfampridine

Natalizumab increases the risk of progressive multifocal
leukencephalopathy (PML) and is available only through a
special, restricted distribution program called the TOUCH
(Tysabri Outreach: Unified Commitment to Health) Prescribing
Program. According to the prescribing information, natali-
zumab is indicated for patients with relapsing forms of MS to
delay the accumulation of physical disability and reduce the
frequency of clinical exacerbations.”” Because natalizumab
increases the risk of PML, it is generally recommended for
patients who have had an inadequate response to, or are unable
to tolerate, an alternate MS therapy."” For appropriate patients,
the indication does allow for first-line use of natalizumab.
Accordingly, the panel reached consensus that formulary
restrictions should be in place to limit natalizumab’s use to
the FDA-approved indications. In addition, the panel reached
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Selected Statements and Scoring from the 3 Phases of the Consensus Panel?

Survey 1 Results (selected questions)

[Section] Statement

Response

Response % (n/total)

Prior authorization (PA) 21 (3/19)
Didn’t understand what platform thera- 21 (3/14)
[platform therapies] pies meant and didn’t provide an answer
2.1 How should a health plan manage patient access to platform therapies, if at all? No 14 2/19)
Quantity limits 14 (2/149)
Open Access 14 2/19)
) Yes 50 (7/14)
[platform theraples] No 36 (5/14)
2.6 Should glatiramer acetate be a preferred agent on a health plan’s formulary?
Unknown/other 14 (2/149)
[fingolimod] Yes 71 (10/14)
4.5 Should formulary restrictions be put in place to Yes, if required by the REMS program 21 (3/14)
limit the use of fingolimod to neurologists? No 7 (1/14)

Survey 2 Results (selected questions)

[Section] Statement

Response

Response %

Mean Response

4—Strongly Agree 14
[platform therapies] 3_Agree 64
2.5 Patients with MS should not be required to try more than one IFN prior to - 29
trvi : : : 2—Disagree 23
rying another agent (i.e., glatiramer acetate, natalizumab).
1-Strongly Disagree 0
4—Strongly Agree 36
[platform therapies] 3—Agree 57 33
2.6 Copaxone should be a preferred agent on a health plan’s formulary. 2—Disagree 7 ’
1-Strongly Disagree 0
] ) 4—Strongly Agree 50
[fingolimod] 3_Agree 3
4.7 Access to combination therapy with fingolimod and an injectable disease- > Di - 34
modifying therapy should be restricted until efficacy data are available. —sagree
1-Strongly Disagree 0
Live Meeting Results (selected questions)
4-Strongly Agree 43
[platform therapies] 3_Agree 50
2.2 Health plans should have a preferred high dose/high > & 34
frequency IFN on formulary.b 1—SDlSagrleeD. (7)
—Strongly Disagree
4-Strongly Agree 43
[platform therapies] 3_Agree 57
2.7 Access to nonpreferred IFNs should be restricted by > Dg 0 34
step therapy or use of a preferred agent first. 1_5 1sagrleeD. 0
—Strongly Disagree
4—Strongly Agree 36
[platform therapies] 3_Agree 20
2.8 Patients with MS should not be required to try more than one IFN > Dg 36 3.0
prior to trying another agent (i.e., glatiramer acetate, natalizumab). 1_5 1sagrleeD. 0
—Strongly Disagree
4—Strongly Agree 14
[natalizumab] 3_Agree 50
3.3 Formulary restrictions should be in place to help manage > D 20 2.7
the safety concerns associated with natalizumab. —sagree
1—Strongly Disagree 7
4—Strongly Agree 71
[natalizumab] 3_Agree 20
3.5 Safety data should be considered when reviewing > Di 3.7
natalizumab for formulary placement. —Disagree 0
1—Strongly Disagree 0
4—Strongly Agree 43
[fingolimod] 3—Agree 29
4.1 Step therapy should be utilized by a health plan > Di 20 3.1
to manage patient access to fingolimod. —sagree
1 —Strongly Disagree 0

4The 3 phases of the consensus panel included 2 anonymous web-based surveys and 1 live meeting of panel members conducted in December 2010.

bConsidered by the panelists in the context of the availability of 3 high-dose/high-frequency IFNs.
IFN =interferon; MS =multiple sclerosis; REMS = Risk Evaluation and Mitigation Strategies.
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LEL\:18=RclY Consensus Panel Statements

Topic Recommendations
Initiating disease- | 1. The decision to start patients with CIS on disease-modifying therapy should be left up to the provider.
modifying therapy | 2. Most patients with CDMS should be treated with a disease-modifying therapy.
Platform 3. Both glatiramer acetate and a preferred IFN should be on a health plan’s formulary.
therapies: IFN 4. Patients with MS should have preferred access to platform therapies, including glatiramer acetate and at least one IFN.
B-la IM; IFN p-1b | 5. Glatiramer acetate should be a preferred agent on a health plan’s formulary.
SC; IFN B-1a SC; | 6. Access to nonpreferred IFNs should be restricted by step therapy or use of a preferred agent first.
glatiramer acetate | 7. Health plans should have a preferred high-dose/high-frequency IFN on formulary.2
8. Health plans should take efficacy, safety, cost, and contracting into consideration when selecting the preferred high-dose/high-

frequency IFN for formulary.

Natalizumab 9.

14. Safety is a factor in the use of a PA for natalizumab.

Health plans should manage patient access to natalizumab with a PA or by requiring patients to fail an IFN or glatiramer acetate first.
10. Formulary restrictions should be in place to limit natalizumab use to the FDA-approved indication.

11. Formulary restrictions should be in place to limit natalizumab use/reimbursement to once every 28 days.

12. Step therapy should be in place to help manage the safety concerns associated with natalizumab.

13. The TOUCH Prescribing Program should not be utilized in place of a PA.

15. Clinical efficacy, safety, and cost data should be considered when reviewing natalizumab for formulary placement.

Fingolimod 16. PAs should be utilized by health plans to manage patient access to fingolimod.

efficacy data are available.

17. Formulary restrictions should be put in place to limit the use of fingolimod to neurologists.
18. Access to combination therapy with fingolimod and an injectable disease-modifying therapy should be restricted until safety and

Dalfampridine 19. Dalfampridine is a symptom-management agent.

20. Patient access to dalfampridine should be managed by a PA according to the FDA-approved labeled indication.
21. Dalfampridine should be limited to patients who are also receiving a disease-modifying therapy.b
22. Efficacy, safety, and cost should be taken into consideration when reviewing dalfampridine for formulary placement.

Patient 23. Compliance and persistence to MS therapies is very important.

considerations 24. MS patients need educational support/assistance.

25. Some MS patients need financial support/assistance.

aDiscussed by the panelists in the context of the availability of 3 high-dose/high-frequency IFNs.

bDiscussed in the context of patients with relapsing-remitting multiple sclerosis (RRMS). However, concomitant disease-modifying therapy is not a requirement for use of dal-
fampridine. Dalfampridine is indicated for all MS patients with walking disability, including patients with RRMS, secondary-progressive MS and primary-progressive MS.21
CDMS = clinically definite MS; CIS = clinically isolated syndrome; FDA=U.S. Food and Drug Administration; IFN =interferon, IM =intramuscular; MS=multiple sclerosis;
SC=subcutaneous; PA =prior authorization; TOUCH = Tysabri Outreach: Unified Commitment to Health.

consensus that natalizumab’s reimbursement should be lim-
ited to once every 28 days. The panelists indicated during
their discussion that these restrictions are intended to manage
the safety concerns associated with natalizumab. The panel
did reach consensus that the TOUCH Prescribing Program
should not be utilized in place of a prior authorization (PA).
Utilization management tools discussed and recommended by
the panel for natalizumab included a PA, requiring failure or
intolerance of a prior therapy, and step therapy. The PA criteria
for use of natalizumab for Crohn’s Disease and coordination of
the PA process for the 2 indications were not discussed. Most
panelists (the specific number was not recorded) agreed during
their discussion that the definition of MS treatment failure or
intolerance should be left to the health care provider.
Consistent with the package insert, the panel acknowledged
with consensus that the risk of PML is increased in patients
who have been treated with an immunosuppressant prior to
receiving natalizumab. The panel, however, did not make rec-
ommendations on the health plan’s role in managing this risk,
and some panelists (the specific number was not captured)
stated during their discussion that the decision of when to
use immunosuppressants in relation to natalizumab should
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be left to the health care provider. The panel did not achieve
consensus on whether natalizumab should be used as first-line
therapy in patients with highly active disease, as several (the
specific number was not recorded) panelists stated during the
discussion that this decision should be left to the health care
provider. Several panel members (the specific number was not
recorded) stated that patients should have significant input in
the decision to use natalizumab and should understand the
benefit-risk profile.

Through consensus, the panel recommended that PAs
should be utilized by health plans to manage patient access to
fingolimod. However, the panel did discuss that some health
plans do not commonly use PAs for oral medications, even if
the costs of the oral agents are very high. The panelists had
varying opinions regarding the specific criteria for the PA;
several (the specific number was not recorded) stated that the
multiple monitoring requirements, cost, and unknown safety
profile associated with fingolimod were reasons for manag-
ing patient access with a PA. The panel reached consensus
that formulary restrictions should be put in place to limit
the use of fingolimod to neurologists. However, since some
patients may not have access to a neurologist due to geographic
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challenges, the panel discussed that this restriction should
apply only to the initial treatment. Fingolimod had been avail-
able for only a short time (approximately 3 months) at the time
of the panel meeting, and some panelists (the specific number
was not recorded) stated that more safety data were needed.
The panel’s discussion on fingolimod did not include consider-
ation of step-therapy criteria.

Due to limitations in data on combination therapy at the
time of this panel meeting, the panel reached consensus that
health plans should restrict access to combination therapy with
fingolimod and injectable disease-modifying therapy until fur-
ther efficacy and safety data become available. Consensus was
not achieved on whether multiple monitoring requirements,
or the cost of these monitoring requirements, should affect a
health plan’s formulary decision for fingolimod.

The panel reached consensus that patient access to dal-
fampridine should be managed by a PA according to the FDA-
approved labeled indication. Again, the panel discussed that
some health plans do not commonly use PAs for oral medica-
tions, even though the costs of some of these agents are very
high. The panelists had varying opinions regarding the specific
criteria for the PA. In discussing relapsing-remitting MS, the
panel agreed that dalfampridine should be limited to patients
who are also receiving a disease-modifying therapy. The panel
reached consensus that efficacy, safety, and cost should be
considered when reviewing dalfampridine for formulary place-
ment. The panel discussed that safety is most relevant when
evaluating a symptom-management agent.

Patient Considerations
The panel addressed several patient considerations. Patient
compliance and persistence to MS therapies were highlighted
as very important. However, during the discussion, panelists
noted a paucity of data demonstrating the impact of compli-
ance on outcomes in MS and stated that these data would be
needed in order to utilize compliance data in formulary deci-
sions. Consensus was not reached on whether compliance and
persistence data should be considered when making formulary
decisions, as panelists discussed that they would need to see
that data in order to make that determination. It was also noted
during the panelists’ discussion that due to the episodic nature
of MS, gaps in persistency may be acceptable for some patients.
The panel reached consensus that patients with MS may
need educational and financial support. Educational sup-
port was discussed as a shared responsibility among many
stakeholders, including the MS societies, physicians’ offices,
specialty pharmacies, pharmaceutical manufacturers, and
health plans. The panel discussed that services provided by
the listed stakeholders should not be duplicative. Panelists did
not determine who should provide financial support or how
it should be provided, but it was recognized that financial
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support is needed for some patients with MS. Consensus was
not achieved regarding whether patients should be required to
enroll in a patient support program.

Il Discussion

MS is a chronic and debilitating disease, and the goal of cur-
rently available therapies is to prevent relapses and delay
disability progression.'? The significant economic burden of
MS to third-party payers has put pressure on payers to effec-
tively manage the cost while maintaining clinical outcomes.
Treatment guidelines exist for MS; however, variations exist
across the available guidelines regarding the recommenda-
tions for the management of the agents used to treat MS. The
NICE guidelines, issued in 2003, provide a wealth of useful
information that includes health economic analyses, 189 spe-
cific recommendations that address management of 19 MS
symptoms, and incorporate evidence from patient-reported
outcomes as well as physician-reported outcomes.! The NICE
guidelines recommend that MS patients be referred to neurol-
ogy specialists for proper diagnosis and monitoring of disease-
modifying treatment.”” Even though the 2003 NICE guidelines
do not address fingolimod and the preliminary NICE guidance
published in August 2011 recommends that fingolimod not
be used for the treatment of RRMS, the NICE guidelines for
treatment of MS are consistent with the consensus statement
of this Delphi panel, which suggested that formulary restric-
tions should be put in place to limit the use of fingolimod to
neurologists.”” However, the NICE guidelines are not necessar-
ily applicable to the U.S. market. Therefore, U.S. health plans
need a current framework to support formulary placement and
clinical management strategies for MS therapies.

Limitations

Foremost among the limitations of the recommendations devel-
oped from this modified Delphi process was the absence of
clinical practice experience in treating MS among panel partici-
pants. This may explain why 3 panel participants (21%) in the
first web-based survey indicated that they did not understand
what platform therapies meant and therefore did not provide
an answer to the question “How should a health plan manage
patient access to platform therapies, if at all?” The recommen-
dations that emerged from this modified Delphi process were
developed by experts in managed care; therefore, their opin-
ions reflect the perspective of designing and managing health
benefits. Practicing neurologists and the specialists who treat
patients with MS may have different opinions than pharmacy
and medical directors of health plans.

Second, some of the panel participants were apparently
unaware of the existence of MS treatment guidelines. In the
first web-based survey, 57% (8/14) of panel participants indi-
cated that they were not aware of “evidence-based treatment
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guidelines for MS.” In the second round of the web-based sur-
vey, 50% (7/14) of panel participants agreed with the statement
“I am not aware of any evidence-based treatment guidelines for
MS,” and in the live meeting, 29% (4/14) of panel participants
agreed with this statement.

Third, the findings may reflect inherent variability of the
panelists with respect to their education, experience with the
topic, and responsibility within their respective health plans.
Fourth, the opinions and responses expressed by these panel-
ists do not necessarily reflect the position of their respective
health plans or the universe of health plans from which this
small convenience sample was drawn. Health plans with pri-
marily commercial, Medicare, or Medicaid populations may
have differing opinions and options than those of the panelists.

Fifth, as described in the Methods section, this modified
Delphi approach included 1 live meeting, which sacrificed
the anonymity of the panel members. This format may have
introduced bias based on the opinions of more vocal panelists.
Sixth, fingolimod had been on the market for only a short time,
less than 3 months at the time of the Delphi panel live meeting,
and the findings should be interpreted in the context of limited
experience.

Finally, this panel did not consider the cost of MS therapies.
The MS treatment landscape will continue to evolve in the
future due to the ever-changing market environment. The cost
of MS therapies is a major concern for health plans and will
continue to be a concern with the entrance of new MS thera-
pies into the market. In the future, there is the potential for
combination therapy and more individualization of therapies,
which could also lead to increased costs. Cost and comparative
effectiveness issues should be addressed as data continue to
emerge, and future panels may also consider the value of (a)
MRI data as they relate to the management of agents used for
the treatment of MS, and (b) anti-JC Antibody Assay as a means
to stratify MS patients considering or receiving natalizumab to
assess their risk for developing PML.*®

Hl Conclusion

A need remains for a comprehensive, current U.S.-focused
guideline for the treatment of MS. Until that time, payers are
challenged to make management decisions in the MS category
without clinical consensus. This challenge is compounded
by new therapeutic agents in the category and mounting cost
containment pressures. The consensus statements produced by
this modified Delphi process involving managed care experts
provide a reference for health plans in designing their benefits
and coverage policies for MS agents and should be used in
conjunction with clinical evidence. Future opportunity exists
to seek commentary on this reference from neurology experts
and to update the statements as new agents enter the market.
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