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Prior Authorization Criteria Update: Multiple Sclerosis

Purpose of Update:

The Oregon Pharmacy & Therapeutic Committee (P&T) last reviewed evidence for multiple sclerosis agents in November 2017. This update describes proposed
prior authorization (PA) changes to accommodate expanded FDA-approved indications for multiple sclerosis products until an evidence review can be
completed. Many multiple sclerosis products, which were previously approved for relapsing-remitting disease, received expanded indications in late 2019 for all
forms of relapsing multiple sclerosis including clinically isolated syndrome, relapsing-remitting disease, and active secondary progressive disease. A report from
the Drug Effectiveness Review Project (DERP) on new evidence of multiple sclerosis drugs is scheduled for review later this year. In addition, PA changes are
recommended to remove daclizumab from the prior authorization criteria as it has been voluntarily recalled from the U.S. market due to safety concerns.!

Recommendation:
e  Update prior authorization criteria to accommodate expanded FDA-indications.

References:
1. US Food and Drug Administration. FDA working with manufacturers to withdraw Zinbryta from the market in the United States. Updated March 14,
2018. Accessed May 5 2020. https://www.fda.gov/drugs/drug-safety-and-availability/fda-working-manufacturers-withdraw-zinbryta-market-united-states.

Appendix 1. Prior Authorization Criteria

Oral Multiple Sclerosis Drugs

Goal(s):

¢ Promote safe and effective use of oral disease-modifying multiple sclerosis drugs
e Promote use of preferred multiple sclerosis drugs.

Length of Authorization:
e Up to 6 months

Requires PA:

¢ Fingolimod

e Teriflunomide

e Fumarate salts (e.g., dimethyl fumarate, monomethyl fumarate, diroximel fumarate, etc)
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Covered Alternatives:

e Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org
e Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/

Approval Criteria

1. What diagnosis is being treated?

Record ICD10 code.

2. Is the request for an FDA-approved form of multiple
sclerosis?

Yes: Go to #3

No: Pass to RPh. Deny;
medical appropriateness.

3. Will the prescriber consider a change to a preferred
product?

Message:
e Preferred products are reviewed for comparative

effectiveness and safety by the Pharmacy and
Therapeutics Committee and do not require PA.

Yes: Inform prescriber of
covered alternatives in class.

No: Goto #4

4. Is the medication being prescribed by or in consultation with
a neurologist?

Yes: Go to #5

No: Pass to RPh. Deny;
medical appropriateness.

5. Is the patient on concurrent treatment with a disease Yes: Pass to RPh. Deny; No: Go to #6
modifying drug (i.e. interferon beta 1B, glatiramer acetate, medical appropriateness.
interferon beta 1A, natalizumab, mitoxantrone)?
6. Is the prescription for teriflunomide? Yes: Go to #7 No: Go to #9
7. Is the patient of childbearing potential? Yes: Goto #8 No: Approve for up to 6 months.

8. Is the patient currently on a documented use of reliable
contraception and is there documentation of a negative
pregnancy test prior to initiation of teriflunomide?

Yes: Approve for up to 6
months.

No: Pass to RPh. Deny;
medical appropriateness.
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Approval Criteria

9. Is the prescription for fingolimod? Yes: Go to #10 No: Go to #13
10. Does the patient have evidence of macular edema? Yes: Pass to RPh. Deny; No: Goto #11
medical appropriateness.
11. Does the patient have preexisting cardiac disease, risk Yes: Go to #12 No: Approve up to 6 months.
factors for bradycardia, or is on anti-arrhythmic, beta-
blockers, or calcium channel blockers?
12. Has the patient had a cardiology consultation before Yes: Approve up to 6 months. No: Pass to RPh. Deny;
initiation (see clinical notes)? medical appropriateness.
13. Is the prescription for a fumarate product? Yes: Goto# 14 No: Pass to RPh. Deny;
medical appropriateness.
14. Does patient have a baseline CBC with lymphocyte count | Yes: Approve for up to 6 No: Pass to RPh. Deny;
greater than 500/puL? months. medical appropriateness.

Fingolimod Clinical Notes:

Because of bradycardia and atrioventricular conduction, patients must be observed for 6 hours after initial dose in a clinically appropriate area.

Patients on antiarrhythmics, beta-blockers or calcium channel blockers or with risk factors for bradycardia (h/o MI, age >70 yrs., electrolyte disorder,
hypothyroidism) may be more prone to development of symptomatic bradycardia and should be initiated on fingolimod with caution. A cardiology evaluation
should be performed before considering treatment.

Injectable disease modifying treatments remain first-line agents in MS therapy.

An ophthalmology evaluation should be repeated 3-4 months after fingolimod initiation with subsequent evaluations based on clinical symptoms.

Teriflunomide Clinical Notes:

Before starting teriflunomide, screen patients for latent tuberculosis infection with a TB skin test, exclude pregnancy, confirm use of reliable contraception in
women of childbearing potential, check blood pressure, and obtain a complete blood cell count within the 6 months prior to starting therapy. Instruct patients
to report symptoms of infection and obtain serum transaminase and bilirubin levels within the 6 months prior to starting therapy.

After starting teriflunomide, monitor ALT levels at least monthly for 6 months. Consider additional ALT monitoring when teriflunomide is given with other
potentially hepatotoxic drugs. Consider stopping teriflunomide if serum transaminase levels increase (>3-times the upper limit of normal). Monitor serum
transaminase and bilirubin particularly in patients who develop symptoms suggestive of hepatic dysfunction. Discontinue teriflunomide and start accelerated
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elimination in those with suspected teriflunomide-induced liver injury and monitor liver tests weekly until normalized. Check blood pressure periodically and
manage hypertension. Check serum potassium level in teriflunomide-treated patients with hyperkalemia symptoms or acute renal failure. Monitor for signs
and symptoms of infection.

e Monitor for hematologic toxicity when switching from teriflunomide to another agent with a known potential for hematologic suppression because systemic
exposure to both agents will overlap.

Dimethyl Fumarate Clinical Notes:

e Dimethyl fumarate may decrease a patient’s white blood cell count. In the clinical trials the mean lymphocyte counts decreased by approximately 30%
during the first year of treatment with dimethyl fumarate and then remained stable. The incidence of infections (60% vs. 58%) and serious infections (2%
vs. 2%) was similar in patients treated with dimethyl fumarate or placebo, respectively. There was no increased incidence of serious infections observed
in patients with lymphocyte counts <0.8 x102 cells/mm? (equivalent to <0.8 cells/yL). A transient increase in mean eosinophil counts was seen during
the first 2 months of therapy.

¢ Dimethyl fumarate should be held if the WBC falls below 2 x103 cells/mm? or the lymphocyte count is below 0.5 x102 cells/mm? (cells/pL) and
permanently discontinued if the WBC did not increase to over 2 x102 cells/mm? or lymphocyte count increased to over 0.5 x103 cells/mms3 after 4 weeks
of withholding therapy.

e Patients should have a CBC with differential monitored on a quarterly basis

P&T/DUR Review: 6/20 (SS); 11/17 (DM); 11/16; 9/15; 9/13; 5/13; 3/12
Implementation: 7/1/20; 1/1/18; 1/1/17; 1/1/14; 6/21/2012

Ocrelizumab (Ocrevus ™)
Goal(s):

¢ Restrict use of ocrelizumab in patients with relapsing-remitting multiple sclerosis (RRMS) to those who have failed multiple drugs for
the treatment of RRMS.

e Ensure appropriate baseline monitoring to minimize patient harm.

Length of Authorization:
e 610 12 months

Requires PA:
e Ocrevus™ (ocrelizumab) pharmacy or physician administered claims

Covered Alternatives:
e Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org
e Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/
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Approval Criteria

1. What diagnosis is being treated? Record ICD10 code.
2. Is the medication FDA-approved or compendia- Yes: Go to #3 No: Pass to RPh. Deny;
supported for the requested indication? medical appropriateness
3. Is the drug being used to treat an OHP-funded Yes: Go to #4 No: Pass to RPh. Deny; not
condition? funded by the OHP.
4. Is this a request for continuation of therapy? Yes: Go to Renewal Criteria No: Go to #5
5. Is the patient an adult (age 218 years) diagnosed with Yes: Go to #6 No: Go to #7
relapsing multiple sclerosis?
6. Has the patient failed trials for at least 2 drugs indicated | Yes: Document drug and dates trialed: No: Pass to RPh. Deny;
for the treatment of relapsing multiple sclerosis? 1. (dates) medical appropriateness
2. (dates)
Go to #7
7. Has the patient been screened for an active Hepatitis B | Yes: Go to #8 No: Pass to RPh. Deny;
infection? medical appropriateness
8. Is the drug prescribed by or in consultation with a Yes: Approve ocrelizumab 300 mg every | No: Pass to RPh. Deny;
neurologist who regularly treats multiple sclerosis? 2 weeks x 2 doses followed by 600mg IV | medical appropriateness

every 6 months for 12 months

Renewal Criteria

1. Has the patient’s condition improved as assessed by the Yes: Approve for 12 months. No: Pass to RPh; Deny; medical
prescribing physician and physician attests to patient’s appropriateness.
improvement. Document baseline assessment
and physician attestation
received.
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P&T/DUR Review: 6/20 (SS); 11/17 (DM); 1/17
Implementation: 7/1/20; 1/1/18; 4/1/17

Dalfampridine

Goal(s):

e To ensure appropriate drug use and limit to patient populations in which the drug has been shown to be effective and safe.

Length of Authorization:
e Up to 12 months

Requires PA:
Dalfampridine

Covered Alternatives:
e Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org
e Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/

Approval Criteria |

1. What diagnosis is being treated? Record ICD10 code
2. Does the patient have a diagnosis of Multiple Sclerosis? | Yes: Go to #3 No: Pass to RPh. Deny; medical
appropriateness
3. Is the medication being prescribed by or in consultation Yes: Go to #4 No: Pass to RPh. Deny; medical
with a neurologist? appropriateness
4. Is the request for continuation of therapy previously Yes: Go to Renewal Criteria No: Go to #5

approved by the FFS program (patient has completed 2-
month trial)?

5. Does the patient have a history of seizures? Yes: Pass to RPh. Deny; medical | No: Go to #6
appropriateness

6. Does the patient have moderate or severe renal Yes: Pass to RPh. Deny; medical | No: Go to #7
impairment (est. GFR <50 mL/min)? appropriateness
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Approval Criteria |

7. Is the patient ambulatory with a walking disability Yes: Approve initial fill for 2- No: Pass to RPh. Deny; medical
requiring use of a walking aid OR; month trial. appropriateness
have moderate ambulatory dysfunction and does not
require a walking aid AND able to complete the baseline
timed 25-foot walk test between 8 and 45 seconds?

Renewal Criteria \

1. Has the patient been taking dalfampridine for 22 months | Yes: Go to #2 No: Pass to RPh. Deny; medical
with documented improvement in walking speed while on appropriateness
dalfampridine ( 220% improvement in timed 25-foot walk
test)?

2. Is the medication being prescribed by or in consultation Yes: Approve for 12 months No: Pass to RPh. Deny; medical
with a neurologist? appropriateness

Clinical Notes:
e Because fewer than 50% of MS patients respond to therapy and therapy has risks, a trial of therapy should be used prior to beginning ongoing therapy.
e The patient should be evaluated prior to therapy and then 4 weeks to determine whether objective improvements which justify continued therapy are
present (i.e. at least a 20% improvement from baseline in timed walking speed).
o Dalfampridine is contraindicated in patients with moderate to severe renal impairment.
o Dalfampridine can increase the risk of seizures; caution should be exercised when using concomitant drug therapies known to lower the seizure threshold.

P&T Review: 6/20 (SS); 11/17 (DM); 5/16; 3/12
Implementation: 8/16, 9/1/13

Peginterferon Beta-1a (Plegridy®)

Goal(s):

e Approve therapy for covered diagnosis that are supported by the medical literature.

Length of Authorization:
e Upto 12 months

Requires PA:
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Non-preferred drugs

Covered Alternatives:
e Preferred alternatives listed at www.orpdl.org

Approval Criteria

1. What diagnosis is being treated? Record ICD10 code.
2. Is the request for an FDA-approved form of multiple Yes: Go to #3. No: Pass to RPH; Deny for
sclerosis? medical appropriateness.
3. Will the prescriber consider a change to a Preferred MS Yes: Inform provider of covered | No: Go to #4.
product? alternatives in the class.

Additional information can be
found at www.orpdl.org.

4. |s the medication being prescribed by or in consultation with | Yes: Go to #5. No: Pass to RPH; Deny for
a neurologist? medical appropriateness.

5. Does the patient have any of the following: Yes: Approve for up to one year. | No: Pass to RPH; Deny for
e Adherence issues necessitating less frequent medical appropriateness.

administration
e Dexterity issues limiting ability to administer
subcutaneous injections

P&T / DUR Action: 6/20 (SS); 11/17 (DM); 9/23/14
Implementation: 10/15
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