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Prior Authorization Criteria

Effective April 1, 2025

The following is the listing of Prescryptive Health prior authorization criteria that will be used to evaluate
prior authorization requests. Prescryptive Health’s prior authorization criteria are based on clinical
monographs and National Pharmacy and Therapeutics guidelines. Prior Authorization Criteria will be
updated regularly to reflect ongoing changes and is subject to change without notice. Members should
check their specific plan information for coverage and confirmation that a prior authorization is required,
prior to looking up the prior authorization criteria.

Prior Authorization Requests for Medications

Medications may be authorized when there is clinical justification for doing so. Clinicians can submit a
prior authorization (PA) request to initiate a review with the following steps:

1. Download the Prior Authorization Request Form. This form can be found at:
http://www.prescryptive.com/resources/

2. Fax the completed form with supporting documentation to 1 (866) 218-6431 for both standard and
urgent requests.

Note: Urgent requests should be clearly labeled “URGENT" at the top of the prior authorization request
form.
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Accrufer (ferric maltol)

Prior Authorization with Quantity Limit

FDA LABELED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#
ACCRUFER® |Treatment of iron deficiency in adults 1
(ferric

maltol)

Capsule

CLINICAL RATIONALE

Iron deficiency Iron deficiency (ID) is the most common nutritional disorder worldwide and
accounts for approximately one-half of anemia cases. ID is defined as the
decrease of the total content of iron in the body. ID may be the result of
excessive iron loss, or, less frequently, decreased absorption. In general, the iron
absorbed daily equals the amount needed to compensate its loss, so that the
overall iron pool remains stable. This fine balance is easily broken, because the
capability to absorb iron orally is limited. When the inputs are less than
necessary or, more frequently, when the outputs increase and cannot be
compensated for, ID develops. Deficient intake is the most frequent etiology in
ID.(2)

ID can be detected in an asymptomatic individual on a screening-analysis, or in a
person with symptoms that include general weakness, fatigue, irritability, poor
concentration, headache, and intolerance to exercise. These symptoms appear
even in patients with ID and normal hemoglobin levels. Although the impact of ID
on the quality of life of the subject is high, they often get used to their symptoms
and these are assumed as normal. The patient becomes aware of an
improvement only when the symptoms disappear. Some iron-deficient patients,
with or without anemia, might have alopecia, atrophy of lingual papillae, or dry
mouth due to loss of salivation. Pica, the eating disorder in which there is an
irresistible desire to lick or eat non-nutritive and unusual substances, such as
soil, chalk, gypsum, ice (pagophagia), or paper, might appear in some cases.
Pagophagia is considered quite specific to ID and it responds quickly to
treatment.(2)
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Serum ferritin, in the absence of inflammation (usually defined as a normal C-
reactive protein level), reflects total body iron deposits. Thus, a low serum ferritin
(less than 30 ng/L) unequivocally means ID, whether accompanied by anemia or
not. However, as serum ferritin is an acute phase reactant, a normal or even
elevated ferritinemia does not exclude the presence of ID. ID could exist even
with levels of ferritin up to 100 ng/mL in the presence of an inflammatory
process. Another parameter of the normal “iron metabolism”, especially useful
when the determination of ferritin is equivocal, is the transferrin saturation index.
This shows the percentage of transferrin that transports iron and thus a
decrease (less than 20%) implies ID, either absolute or functional.(2)

In some cases, even taking into account all these determinations, ID can be
difficult to diagnose. It generally occurs in situations where the anemia has a
multifactorial origin.(2)

Oral iron supplementation is an inexpensive and effective option for treating ID in
stable outpatients. Iron salts such as ferrous gluconate, ferrous sulfate, and
ferrous fumarate remain the standard first-line therapy for treating ID. Other
common iron formulations include ferrous ascorbate, ferrous succinate, carbonyl
iron, ferric citrate, liposomal iron, heme iron peptide, and polysaccharide iron
complexes. With consistent oral iron supplementation, reticulocytosis starts in 4-
5 days, and hemoglobin (Hb) begins to improve by the second week. Oral iron
therapy is often required for at least 3 to 6 months to replete iron stores and
normalize ferritin levels, although more time may be required depending upon the
severity and ongoing losses.(3)

Common elemental iron content of select available iron formulations in the
United States and Canada:(3)

Product Dose per tablet (mg) Elemental iron
content per
mg

Ferrous gluconate 240 27

Ferrous gluconate 325 38

Ferrous sulfate 325 65

Ferrous fumarate 325 106

Heme iron polypeptide 398 11

Polysaccharide complex 150 150
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Ferric citrate 210 210

The list of examples in this table is not exhaustive. Liquid formulations are also
available. Approximately 10% of elemental iron ingested is absorbed.

Efficacy

Accrufer delivers iron for uptake across the intestinal wall and transfer to
transferrin and ferritin.

The safety and efficacy of Accrufer for the treatment of iron deficiency anemia
was studied in two randomized, placebo-controlled trials (AEGIS 1
[NCT01252221] and AEGIS 2 [NCT01340872]). These trials enrolled 128 patients
with quiescent inflammatory bowel disease (IBD) (58 patients with ulcerative
colitis [UC] and 70 patients with Crohn’s disease [CD]) and baseline ferritin less
than 30 mcg/L and Hb concentrations between 9.5 g/dL and 12 g/dL for females
and 9.5 g/dL and 13 g/dL for males. All patients had discontinued prior oral
ferrous product treatment due to lack of efficacy or inability to tolerate oral iron
replacement products.(1)

The major efficacy outcome for AEGIS 1 and AEGIS 2 was the mean difference in
Hb concentration from baseline to week 12 between Accrufer and placebo. The
Least Square (LS) mean difference from baseline was 2.18 g/dL (p less than
0.0001).(1)

Following completion of the 12-week placebo-controlled phase of the studies,
eligible patients transitioned to Accrufer 30 mg twice daily open-label treatment
for an additional 52 weeks.(1)

The safety and efficacy of Accrufer for the treatment of iron deficiency anemia
was studied in AEGIS 3 (NCT02968368) that enrolled 167 patients with non-
dialysis chronic kidney disease (CKD) and a baseline Hb concentrations between
8 g/dL and 11 g/dL with a transferrin saturation (TSAT) less than 15%.(1)

The major efficacy outcome for AEGIS 3 was the mean difference in Hb
concentration from baseline to Week 16 between Accrufer and placebo. The LS
mean difference was 0.52 g/dL (p=0.0149).(1)

Safety

Accrufer (ferric maltol) is contraindicated in:(1)

o Patients with a hypersensitivity to the active substance or any excipient
e Hemochromatosis and other iron overload syndromes
o Patients receiving repeated blood transfusions
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Advise patients that they should not use Accrufer if they are experiencing an IBD
flare as there is potential risk of increased inflammation in the gastrointestinal
tract.(1)

REFERENCES
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2019;2019(1):315-322. doi:10.1182/hematology.2019000034.

PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Initial Evaluation
Target Agent(s) will be approved when BOTH of the following are met:

1. If the patient has an FDA labeled indication, then ONE of the following:
A.  The patient’s age is within FDA labeling for the requested indication for the
requested agent OR
B.  There is support for using the requested agent for the patient’s age for the
requested indication AND
2. The patient does NOT have any FDA labeled contraindications to the requested agent

Length of Approval: 6 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.
Renewal Evaluation

Target Agent(s) will be approved when ALL of the following are met:

1. The patient has been previously approved for the requested agent through the plan’s Prior
Authorization process [Note: patients not previously approved for the requested agent will
require initial evaluation review] AND

The patient has had clinical benefit with the requested agent AND

The patient does NOT have any FDA labeled contraindications to the requested agent

wn
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Module |Clinical Criteria for Approval

Length of Approval: 12 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module |[Clinical Criteria for Approval

Universal Quantity limit for the Target Agent(s) will be approved when ONE of the following is met:
QL
1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. The requested quantity (dose) exceeds the program quantity limit AND ONE of the
following:
A.  BOTH of the following:
1. The requested agent does NOT have a maximum FDA labeled dose for the
requested indication AND
2. There is support for therapy with a higher dose for the requested indication OR
B. BOTH of the following:
1. The requested quantity (dose) does NOT exceed the maximum FDA labeled
dose for the requested indication AND
2. There is support for why the requested quantity (dose) cannot be achieved with
a lower quantity of a higher strength that does NOT exceed the program
quantity limit

Length of Approval: up to 12 months
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Acute Migraine Agents

Prior Authorization with Quantity Limit

FDA APPROVED INDICATIONS AND DOSAGE

(dihydroergotamine

Agent(s) FDA Indication(s) Notes Ref#
Elyxyb™ Acute treatment of migraine headaches with or without 12
aura in adults
(celecoxib)
Limitations of Use: Elyxyb is not indicated for the
Oral solution preventive treatment of migraine.
MIGRANAL® Acute treatment of migraine headaches with or without |*generic available |1

aura

(dihydroergotamine
mesylate)

Nasal aerosol

mesylate)* MIGRANAL is not intended for the prophylactic therapy
of migraine or for the management of hemiplegic or

Nasal Spray basilar migraine

REYVOW® Acute treatment of migraine with or without aura in 2
adults

(lasmiditan)
Limitations of Use: REYVOW is not indicated for the

Tablet preventive treatment of migraine.

Trudhesa® Acute treatment of migraine with or without aura in 10
adults

Limitations of Use: Trudhesa is not indicated for the
preventive treatment of migraine or for the management
of hemiplegic or basilar migraine.

CLINICAL RATIONALE

Migraine and Cluster
Headache Management

Migraine is a common disabling primary headache disorder with high prevalence,
ranking second globally in terms of years lost to disability.(6) Typical
characteristics of the headache are unilateral location, pulsating quality,
moderate or severe intensity, aggravation by routine physical activity, and
association with nausea and/or photophobia and phonophobia. Migraines can
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present with or without aura, unilateral fully reversible visual, sensory, or other
central nervous system symptoms that usually develop gradually and are most-
often followed by headache and associated migraine symptoms.(4)

The International Classification of Headache Disorders 3rd Edition (ICHD-3)

Diagnostic Criteria:(4)

Indication Diagnostic Criteria

A. At least five attacks fulfilling
criteria B-D

B. Headache attacks lasting 4-
72 hours (untreated or
unsuccessfully treated)

C. Headache has at least TWO
of the following:

1.
2.
3.

Migraine without aura 4.

unilateral location
pulsating quality
moderate to severe
pain intensity
aggravation by
causing avoidance of
routine physical
activity

D. During headache at least ONE
of the following:

1.

2.

nausea and/or

vomiting

photophobia and
phonophobia

E. Not better accounted for by
another ICHD-3 diagnosis

A. At least two attacks fulfilling
criteriaB and C
B. One or more of the following

Migraine with aura

fully reversible aura

symptoms:
1.  visual
2.  sensory
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Chronic Migraine

4.
5.

6

speech and/or
language
motor
brainstem
retinal

C. Atleast THREE of the
following:

1.

at least one aura
symptom spreads
gradually over 5
minutes or more

two or more aura
symptoms occur in
succession

each individual aura
symptom lasts 5-60
minutes

at least one aura
symptom is unilateral
at least one aura
symptom is positive
the aurais
accompanied, or
followed within 60
minutes, by headache

D. Not better accounted for by
another ICHD-3 diagnosis

A. Headache (migraine-like or
tension-type-like) on greater
than or equal to 15
days/month for greater than 3
months AND fulfilling B and C

B. Occurring in patient who has
had at least 5 attacks fulfilling

1.

criteria B-D for
migraine without aura
(noted above) and/or
criteria B and C for
migraine with aura
(noted above)
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Cluster Headache

. On greater than or equal to 8

days/month for greater than 3
months, fulfilling any of the
following:

1.  criteria C and D for
migraine without aura
(noted above)

2.  criteriaB and C for
migraine with aura
(noted above)

3.  Dbelieved by the patient
to be migraine at
onset and relieved by
a triptan or ergot
derivative

. Not better accounted for by

another ICHD-3 diagnosis

. At least 5 attacks fulfilling

criteria B-D

. Severe to very severe

unilateral orbital, supraorbital
and/or temporal pain lasting
15-180 minutes (untreated)

. At least one of the following:

1.  Atleast one of the
following signs or
symptoms, ipsilateral
to the headache

a. conjunctival
injection
and/or
lacrimation

b. nasal
congestion
and/or
rhinorrhea

c. eyelid edema

d. forehead and
facial sweating
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e. miosis and/or
ptosis
2. Sense of restlessness
or agitation
D. Occurring with frequency
between one every other day
and 8 per day
E. Not better accounted for by
another ICHD-3 diagnosis

A. Attacks fulfilling criteria for

Cluster Headache (noted
above) occurring in bouts
(cluster periods)

Episodic Cluster Headache B. At leasttwo cluster periods
lasting 7 days to 1 years
(untreated) and separated by
pain-free remission periods of
at least 3 months

The IHS notes that cluster periods usually last between 2 weeks and 3
months.(4)

Migraine prevention may be of benefit in those with the following:(6,7,13)

e Frequent or long-lasting migraine headaches (greater than 4
headaches/month or headaches lasting greater than 12 hours)

o Attacks interfere significantly with patients' daily routines despite acute
treatment

o Contraindication to acute therapies

o Failure of acute therapies

e Adverse effects with acute therapies

e Risk of medication overuse headache (MOH)

o Patient preference

The American Headache Society (AHS) and the American Academy of Neurology
(AAN) suggest the following agents for the prevention of migraine:(3)

o Established as effective (Level A)
o Antiepileptic drugs (AEDs)
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= Divalproex
» Valproate
= Topiramate
o Betablockers
= Metoprolol
= Propranolol
= Timolol
o Triptans
= Frovatriptan for short term menstrually associated
migraines (MAMs) prevention
e Probably effective (Level B)
o Antidepressants
= Amitriptyline
= Venlafaxine
o Betablockers

= Atenolol
= Nadolol
o Triptans

= Naratriptan, zolmitriptan for short term MAMs prevention

The 2021 American Headache Society Consensus Statement recommends the
following indications for initiating treatment acute treatment with gepants and
ditans agents:(13)

e Prescribed by a licensed clinician
o Patientis at least 18 years of age
o Diagnosis of ICHD-3 migraine with aura, migraine without aura, or chronic
migraine
o Either of the following:
o Contraindication to or inability to tolerate triptans
o Inadequate response to two or more oral triptans, as determined
by either of the following:
= Validated acute treatment patient-reported outcoming
questionnaire (mTOQ, Migraine-ACT, PPMQ-R, FIS, PGIC)
= Clinician attestation

Lasmiditan is a selective serotonin 5HT-1F receptor agonist that lacks
vasoconstrictor activity. Lasmiditan is structurally different than triptans and
therefore constitutes a new class of drugs called “ditans”.(13) Ditans are
selective for the 5HT-1F receptor and its mechanism of action is neuronal
without evidence of vasoactive effects.(14) Triptans non-specifically bind to the

5HT-1B and 5HT-1D receptors and with varying affinity bind the SHT-
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1F receptors, causing direct vascular vasoconstriction. The safety, tolerability,
and efficacy of co-administering lasmiditan with a triptan or a gepant has not
been assessed.(13) Patients who do not respond to initial therapy with a triptan,
may benefit from a second triptan or different therapy such as use of a gepant
(ubrogepant or rimegepant) or a ditan (lasmiditan).(6)

The 2021 American Headache Society Consensus Statement recommends the
following indications for initiating treatment with a Calcitonin Gene-Related
Peptide (CGRP) agent:(13)

e Prescribed by a licensed clinician
o Patientis at least 18 years of age
e ONE of the following:
o Diagnosis of migraine with or without aura (4-7 monthly headache
days) and both of the following:
= Inability to tolerate (due to side effects) or inadequate
response to an 8-week trial of at least two of the following:
e Topiramate
e Divalproex sodium/valproate sodium
o Beta blocker: metoprolol, propranolol, timolol,
atenolol, nadolol
e Tricyclic antidepressant: amitriptyline, nortriptyline
o Serotonin-norepinephrine reuptake inhibitor:
venlafaxine, duloxetine
e Other Level A or B treatment according to AAN-AHS
guideline
= At least moderate disability (Migraine Disability
Assessment Questionnaire [MIDAS] greater than or equal
to 11, Headache Impact Test-6 [HIT]-6 greater than 50)

o Diagnosis of migraine with or without aura (8-14 monthly
headache days [MHDs]) and inability to tolerate (due to side
effects) or inadequate response to an 8-week trial of at least
two of the following:

e Topiramate

o Divalproex sodium/valproate sodium

o Beta blocker: metoprolol, propranolol, timolol,
atenolol, nadolol

e Tricyclic antidepressant: amitriptyline, nortriptyline

e Serotonin-norepinephrine reuptake inhibitor:
venlafaxine, duloxetine
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e Other Level A or B treatment according to AAN-AHS
guideline
o Diagnosis of chronic migraine and one of the following:
= Inability to tolerate (due to side effects) or inadequate
response to an 8-week trial of at least two of the following:
e Topiramate
o Divalproex sodium/valproate sodium
o Beta blocker: metoprolol, propranolol, timolol,
atenolol, nadolol
e Tricyclic antidepressant: amitriptyline, nortriptyline
e Serotonin-norepinephrine reuptake inhibitor:
venlafaxine, duloxetine
e Other Level A or B treatment according to AAN-AHS
guideline
= Inability to tolerate or inadequate response to a minimum
of two quarterly injection (6 months) of onabotulinum toxin
A

The Medical Letter Treatment Guidelines (2023) and Institute for Clinical
Systems Improvement Guideline Diagnosis and Treatment of Migraine Headache
- Drugs for Migraine states that a triptan is the drug of choice for moderate to
severe migraine. The short-acting oral serotonin (5-HT1B/1D) receptor agonists
(triptans) sumatriptan (IMITREX, and others), almotriptan (Axert, and generics),
eletriptan (RELPAX), rizatriptan (Maxalt, and generics), and zolmitriptan (Zomig,
and generics) are similar in efficacy.(15,17) Onset of pain relief generally occurs
30-60 minutes after administration. The longer-acting oral triptans naratriptan
(Amerge, and generics) and frovatriptan (Frova, and generics) have a slower
onset of action and lower initial response rate than other triptans, but they are
better tolerated. Patients with migraine who have nausea or vomiting may not be
able to take an oral triptan. Intranasal triptan formulations have a more rapid
onset of action than oral tablets, but their efficacy is partially dependent on Gl
absorption of the portion of the dose that is swallowed. Use of sumatriptan nasal
powder (ONZETRA Xsail) results in a faster rise in sumatriptan plasma
concentrations and higher peak concentrations than use of a similar dose of
sumatriptan nasal spray, suggesting that a larger portion of the dose is absorbed
intranasally with the powder. Subcutaneously administered sumatriptan relieves
pain faster (in about 10 minutes) and more effectively than other triptan
formulations, but it causes more adverse effects.(15)

American Headache Society (AHS) (2015): Triptans (almotriptan, eletriptan,
frovatriptan, naratriptan, rizatriptan, sumatriptan [oral, nasal spray, injectable,
transcutaneous patch], zolmitriptan [oral and nasal spray]) are effective (Level A)
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and considered by AHS guidelines (2015) to be the gold standard for acute
treatment of moderate to severe migraine headaches.(7) Dihydroergotamine is
recommended for use as a second- or third-line therapy for select patients or for
those with refractory migraine. Intranasal dihydroergotamine has strong
evidence of effectiveness but more adverse effects than triptans because of its
decreased receptor specificity.(11) An assessment of new migraine treatments
by the AHS (2018; updated 2021) reaffirms previous migraine guidelines. The
update lists triptans, dihydroergotamine, the oral gepants (Nurtec ODT
[rimegepant] and UBRELVY [ubrogepant]), and REYVOW (lasmiditan) as effective
treatment of moderate or severe acute attacks and mild to moderate attacks that
respond poorly to non-specific nonsteroidal anti-inflammatory drugs (NSAIDs),
non-opioid analgesics, acetaminophen, or caffeinated combinations (e.g.,
aspirin/acetaminophen/caffeine). The recommendation remains that prescribers
must consider medication efficacy and potential medication-related adverse
effects, potential adverse events, patient-specific contraindications to use with a
particular medication, and drug-drug interactions when prescribing acute
medications for migraine.(6,7,13)

The American Academy of Neurology (AAN) 2010 Guideline: Acute and
preventive pharmacologic treatment of cluster headache (CH) state that
sumatriptan subcutaneous injection and zolmitriptan nasal spray are first-line
options for acute treatment of CH.(16,17) American Headache Society Since the
publication of the 2010 AAN review, re-reviewed in 2016, there is no new data
from randomized, double-blind, controlled trials that contribute to determining
the efficacy or safety for a number of acute treatments, including specifically
sumatriptan and zolmitriptan. For acute treatment, sumatriptan subcutaneous,
zolmitriptan nasal spray, and high flow oxygen remain the treatments with a
Level A recommendation.(18) Guidelines suggest that prophylactic therapy
should be started and continued for the duration of the CH period. Prophylactic
pharmacological therapy includes verapamil, corticosteroids, lithium, topiramate,
melatonin, gabapentin, valproic acid, ergotamine, and capsaicin. Verapamil is
commonly considered the first option for prophylactic therapy in
practice.(5,16,22) Corticosteroids can be used as transitional or bridging therapy
until another prophylaxis agent is established.(22) Corticosteroids may be used
by some practitioners for short periods of CH.(5,16) The American Academy
Neurology lists the following agents as option that maybe considered or should
be advised as preventative treatments:

e Civamide

e Suboccipital steroid injection
e Melatonin

e Verapamil
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e Lithium

The European Headache Federation and WHO consensus article (2019) states
the following:(8)

e Individuals with migraine headaches should always be managed in
primary care with the exception being chronic migraine, which likely
requires specialist management

e Any headache not responding satisfactorily in primary care or chronic
migraine, should be referred to a specialist

¢ Inadults and children, regular high frequency use (greater than 2
day/week) of acute medication risks the development of MOH

o Treatment of episodic acute migraine headaches should be approached
in a step wise manner and should treat three attacks at each step before
moving to the next step if needed:

o Step1:
= Use non-opioid analgesics, plus an antiemetic when
needed
o Step 2 for adults:
= Use triptan products
= Triptans should not be used regularly for 10 or more days
per month to avoid the risk of MOH
= Triptan efficacy is highly variable between individuals, so
patients should try different triptans and formulations.
Sumatriptan subcutaneous injection should be considered
when all other triptans are ineffective.
= When vomiting is present, zolmitriptan nasal spray or
sumatriptan subcutaneous injection may be preferred
o Step 2 for children and adolescents:
= Failure of Step 1 in children should lead to specialist
referral. No specific anti-migraine drugs have shown
efficacy in children under 12 years of age.
= Failure of Step 2 in adolescents (12-17 years of age), the
following have shown efficacy and are approved:
e Sumatriptan nasal spray
e Zolmitriptan nasal spray
o Episodic migraine prophylaxis:
o Indication for migraine prophylaxis include:
= Attacks cause disability on two or more days per month,
and

10
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= Acute therapy has been optimized but does not prevent
this, or is poorly tolerated, or there is a risk of over-frequent
use of acute therapy, even when it is effective, and
= Patient is willing to take daily medication
= Failure of acute therapy is an indication for migraine
prophylaxis
= For children, frequent absence from school is an additional
indication for prophylaxis
o Migraine prophylaxis agents may take 2-3 months to show
efficacy
o Children requiring prophylactic medication should be referred to a
specialist
o Medications which are effective in adult prophylaxis of episodic
migraine include:
= Beta blockers:
¢ Atenolol, bisoprolol, metoprolol, propranolol
= Amitriptyline
= Topiramate
= Candesartan
» Sodium valproate
* Flunarizine
= CGRP
o Onabotulinum toxin A is not effective in episodic migraine and not
recommended
o When prophylaxis therapy fails:
= May be due to subtherapeutic dosage or duration of
therapy
= Failure of one therapy does not predict the failure of
another therapy in a different class
= Review of the following are recommended:
e Diagnosis
e Adherence
o Other medications, especially for MOH causes
= The prophylaxis therapy should be discontinued if it fails to
show clear benefit
= If all prophylaxis therapies fail, a specialist should be
referred
e Chronic migraine management:
o Chronic migraine patients should be referred to a specialist
o Medications with efficacy in chronic migraine include:
= Topiramate

11
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= Onabotulinum A
= CGRP
e Cluster Headache management:
o Patients should be referred to a specialist
o Acute therapies include:
= Triptans:
e Sumatriptan subcutaneous injection
e Sumatriptan nasal spray
e Zolmitriptan nasal spray
= Oxygen
o Transition and maintenance therapies include:
= Prednisone
= Greater occipital nerve blockade
= Verapamil
= Lithium carbonate
= Topiramate
o Neuromodulation is another treatment option
o Failure of one prophylactic therapy does not predict the failure of
other therapies
o Combination prophylaxis therapy can be considered though the
potential for toxicity is high
o Long-term prophylaxis therapy may need to be continued

The European Headache Federation guideline states the following on combining
migraine prophylaxis therapy:(9)

e In episodic migraine, guidelines suggest to stop oral prophylaxis migraine
agents before starting CGRPs, unless the patient previously had chronic
migraine prior to prophylaxis. In such patients, the suggestion is to add
CGRP to the ongoing oral prophylaxis therapy

e In chronic migraine, guidelines suggest to add CGRP to ongoing oral
prophylaxis therapy

e In chronic migraine patients on onabotulinum A therapy and are receiving
inadequate treatment response, guidelines suggest to stop onabotulinum
A therapy before starting CGRPs

e In patients with chronic migraine who are on treatment with CGRP and
may benefit from additional prevention, guidelines suggest to add on oral
preventative agents

e In patients with medication overuse, guidelines suggest to use CGRPs
before or after withdrawal of acute medications

12
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The clinical trials referenced in FDA labeled package inserts for the preventative
CGRP agents excluded patients that had received botulinum toxin within 4
months prior to receiving the CGRP agent.(19,20,21) However the 2021 American
Headache Society consensus statement states that CGRP monoclonal antibody
treatment (e.g., eptinezumab-jjmr, erenumab, fremanezumab, galcanezumab)
may be added to greater than or equal to one established preventative treatment,
based on clinical judgement, in adults who meet the ICHD-3 criteria for the
following conditions:(4,13)

e Migraine with/without aura (4-7 monthly migraine days [MMDs]) with at
least moderate disability (Migraine Disability Assessment greater than or
equal to 11 or 6-item Headache Impact Test greater than 50) and failure
of an 8-week trial of greater than or equal to 2 preventive treatments with
established efficacy (e.g., topiramate, divalproex sodium, beta-blocker,
tricyclic antidepressant, and others)

e Migraine with/without aura (8—14 MMDs) and failure of an 8-week trial of
greater than or equal to 2 established preventive treatments

e Chronic migraine (greater than or equal to 15 MMDs) with any level of
disability and either failure of an 8-week trial of greater than or equal to
two established preventive treatments or inadequate tolerability or
response to onabotulinum toxin A for two quarterly injections

Medication overuse

The European Headache Federation and WHO consensus article (2019) states

headache (MOH) the following:(8)
o Prevention is preferred
o The four objectives of management are:
= Stop the overused medication
= Recovery from MOH
= Review and reassess the underlying headache disorder
= Prevent relapse while allowing acceptable use of
medications
o Comorbidities may require management
Safety Elyxyb has the following boxed warnings:(12)

e Nonsteroidal anti-inflammatory drugs (NSAIDs) cause an increased risk
of serious cardiovascular thrombotic events, including myocardial
infarction and stroke, which can be fatal. This risk may occur early in the
treatment and may increase with duration of use

13
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Elyxyb is contraindicated in the setting of coronary artery bypass graft
(CABG) surgery

NSAIDs cause an increased risk of serious gastrointestinal (Gl) adverse
events including bleeding, ulceration, and perforation of the stomach or
intestines, which can be fatal. These events can occur at any time during
use and without warning symptoms. Elderly patients and patients with a
prior history of peptic ulcer disease and/or Gl bleeding are at greater risk
for serious Gl events

Elyxyb is contraindicated in the following:(12)

Patients with known hypersensitivity (e.g., anaphylactic reactions and
serious skin reactions) to celecoxib, any components of the drug
product

Patients with a history of asthma, urticaria, or other allergic-type
reactions after taking aspirin or other NSAIDs. Severe, sometimes fatal,
anaphylactic reactions to NSAIDs have been reported in such patients.
In the setting of CABG surgery

Patients who have demonstrated allergic-type reactions to sulfonamides

MIGRANAL has the following boxed warning:(1)

Serious and/or life-threatening peripheral ischemia has been associated
with the coadministration of dihydroergotamine with potent CYP 3A4
inhibitors including protease inhibitors and macrolide antibiotics.
Because CYP 3A4 inhibition elevates the serum levels of
dihydroergotamine, the risk for vasospasm leading to cerebral ischemia
and/or ischemia of the extremities is increased. Hence, concomitant use
of these medications is contraindicated.

MIGRANAL is contraindicated in the following:(1)

Patients with ischemic heart disease (angina pectoris, history of
myocardial infarction, or documented silent ischemia) or patients who
have clinical symptoms or findings consistent with coronary artery
vasospasm including Prinzmetal's variant angina

Patients with uncontrolled hypertension

Use within 24 hours of 5-HT1 agonists (e.g., sumatriptan), ergotamine-
containing or ergot-type medications, or methysergide

Patients with hemiplegic or basilar migraine

Patients with known peripheral arterial disease, sepsis, following
vascular surgery, and severely impaired hepatic or renal function

14
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Pregnant women

Patients who have previously shown hypersensitivity to ergot alkaloids
Use with peripheral and central vasoconstrictors because the
combination may result in additive or synergistic elevation of blood
pressure

REYVOW has no FDA labeled contraindications for use.(2)

Trudhesa has the following boxed warning:(10)

Serious and/or life-threatening peripheral ischemia has been associated
with the coadministration of dihydroergotamine with strong CYP3A4
inhibitors. Because CYP3A4 inhibition elevates the serum levels of
dihydroergotamine, the risk for vasospasm leading to cerebral ischemia
and/or ischemia of the extremities is increased. Hence, concomitant use
of Trudhesa with strong CYP 3A4 inhibitors is contraindicated.

Trudhesa is contraindicated in the following:(10)

Concomitant use of strong CYP 3A4 inhibitors

Patients with ischemic heart disease or coronary artery vasospasm
Patients with uncontrolled hypertension, peripheral arterial diseases,
sepsis, following vascular surgery, or severe hepatic or renal impairment
Patients with hypersensitivity to ergot alkaloids

Concomitant use of other 5-HT1 agonists (e.g., sumatriptan) or
ergotamine-containing or ergot-type medications within 24 hours
Concomitant use of peripheral and central vasoconstrictors
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PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Initial Evaluation

Target Agent(s) will be approved when ALL of the following are met:
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Module

Clinical Criteria for Approval

1. ONE of the following:
A.  Therequested agent is being used for acute migraine treatment AND ALL of the
following:
1. ONE of the following:
A. The patient has tried and had an inadequate response to ONE triptan
agent OR
B. The patient has an intolerance or hypersensitivity to ONE triptan agent
OR
C. The patient has an FDA labeled contraindication to ALL triptan agents
AND
2. ONE of the following:
A. Therequested agent is NOT REYVOW OR
B. The requested agent is REYVOW AND the patient will NOT be using the
requested agent in combination with another acute migraine therapy
(i.e., SHT-1F, acute use CGRP, ergotamine, triptan) AND
3. Medication overuse headache has been ruled out OR
B.  The patient has another FDA labeled indication for the requested agent and route of
administration OR
C. The patient has another indication that is supported in compendia for the requested
agent and route of administration AND
2. If the patient has an FDA labeled indication, then ONE of the following:
A.  The patient’s age is within FDA labeling for the requested indication for the requested
agent OR
B. There is support for using the requested agent for the patient’s age for the requested
indication AND
3. The patient does NOT have any FDA labeled contraindications to the requested agent

Compendia Allowed: AHFS, or DrugDex 1 or 2a level of evidence
Length of Approval: 12 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

Renewal Evaluation

Target Agent(s) will be approved when ALL of the following are met:

18
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Module

Clinical Criteria for Approval

1. The patient has been approved for the requested agent previously through the plan’s Prior
Authorization process [Note: patients not previously approved for the requested agent will
require initial evaluation review] AND

2. ONE of the following:

A. Therequested agent is being used for acute migraine treatment AND ALL of the
following:
1. The patient has had clinical benefit with the requested agent AND
2. ONE of the following:
A. Therequested agent is NOT REYVOW OR
B. The requested agent is REYVOW AND the patient will NOT be using the
requested agent in combination with another acute migraine therapy
(i.e., SHT-1F, acute use CGRP, ergotamine, triptan) AND
3. Medication overuse headache has been ruled out OR
B. The patient is using the requested agent for an indication other than acute migraine
treatment AND has had clinical benefit with the requested agent AND
3. The patient does NOT have any FDA labeled contraindications to the requested agent

Compendia Allowed: AHFS, or DrugDex 1 or 2a level of evidence
Length of Approval: 12 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Quantity Limit for the Target Agent(s) will be approved when ONE of the following is met:

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. ALL of the following:
A.  The requested quantity (dose) exceeds the program quantity limit AND
B. Therequested quantity (dose) does NOT exceed the maximum FDA labeled dose for
the requested indication AND
C. Therequested quantity (dose) cannot be achieved with a lower quantity of a higher
strength that does NOT exceed the program quantity limit OR
3. ALL of the following:
A.  Therequested quantity (dose) exceeds the program quantity limit AND
B.  The requested quantity (dose) exceeds the maximum FDA labeled dose for the
requested indication AND
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Module

Clinical Criteria for Approval

C.

D.

The patient has greater than 4 migraine headaches per month AND ONE of the
following:

1.

4.

The patient is currently being treated with a migraine prophylactic medication
[i.e., anticonvulsants (i.e., divalproex, valproate, topiramate), beta blockers (i.e.,
atenolol, metoprolol, nadolol, propranolol, timolol), antidepressants (i.e.,
amitriptyline, venlafaxine), candesartan, prophylactic use CGRP (e.g., Aimovig,
AJOVY, Emgality, Nurtec, QULIPTA, Vyepti), onabotulinum toxin A (Botox)] OR
The patient has an intolerance or hypersensitivity to therapy with migraine
prophylactic medication [i.e., anticonvulsants (i.e., divalproex, valproate,
topiramate), beta blockers (i.e., atenolol, metoprolol, nadolol, propranolol,
timolol), antidepressants (i.e., amitriptyline, venlafaxine), candesartan,
prophylactic use CGRP (e.g., Aimovig, AJOVY, Emgality, Nurtec, QULIPTA,
Vyepti), OR onabotulinum toxin A (Botox)] OR

The patient has an FDA labeled contraindication to ALL migraine prophylactic
medications [i.e., anticonvulsants (i.e., divalproex, valproate, topiramate), beta
blockers (i.e., atenolol, metoprolol, nadolol, propranolol, timolol),
antidepressants (i.e., amitriptyline, venlafaxine), candesartan, prophylactic use
CGRP (e.g., Aimovig, AJOVY, Emgality, Nurtec, QULIPTA, Vyepti), AND
onabotulinum toxin A (Botox)] OR

There is support that the patient’s migraines are manageable with acute
therapy alone AND

There is support of therapy with a higher dose for the requested indication

Length of Approval: up to 12 months
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Attention Deficit [Hyperactivity] Disorder (ADHD/ADD)
Agents

Quantity Limit

FDA LABELED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#

Adderall XR® Treatment of attention deficit  [Stimulant 2
hyperactivity disorder (ADHD) in

(amphetamine/dextroamphetamine ER)* adults and pediatric patients 6 |*generic available
years and older

Capsule

Adderall® Treatment of attention deficit  [Stimulant 1
hyperactivity disorder (ADHD) in

(amphetamine/dextroamphetamine)* patients 3 years or older *generic available

Tablet Treatment of narcolepsy

Adhansia XR® Treatment of attention deficit  [Stimulant 3
hyperactivity disorder (ADHD) in

(methylphenidate ER) patients 6 years and older

Capsule

Adzenys XR-ODT® Treatment of attention deficit  |Stimulant 5
hyperactivity disorder (ADHD) in

(amphetamine ER) patients 6 years and older

Orally disintegrating tablet

Aptensio XR® Treatment of attention deficit  |Stimulant 6
hyperactivity disorder (ADHD) in

(methylphenidate ER)* patients 6 years and older *generic available

Capsule Limitations of use:

o Pediatric patients
younger than 6 years of
age experienced higher
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Agent(s) FDA Indication(s) Notes Ref#
plasma exposure than
patients 6 years and
older at the same dose
and high rates of
adverse reactions, most
notably weight loss.
Azstarys® Treatment of attention deficit  |Stimulant 43
hyperactivity disorder (ADHD) in
(serdexmethylphenidate/dexmethylphenidate) |patients 6 years of age and
older
Capsules
Concerta® Treatment of attention deficit  [Stimulant 7
hyperactivity disorder (ADHD) in
(methylphenidate osmotic ER)* children 6 years of age and *generic available
older, adolescents, and adults
Tablet up to the age of 65
Cotempla XR ODT® Treatment of attention deficit  |Stimulant 8
hyperactivity disorder (ADHD) in
(methylphenidate ER) pediatric patients 6 to 17 years
of age
Orally disintegrating tablet
Daytrana® Treatment of attention deficit  |Stimulant 9
hyperactivity disorder (ADHD) in
(methylphenidate)* pediatric patients 6 to 17 years |*generic available
of age
Transdermal system
Desoxyn® Attention Deficit Disorder with  |Stimulant 10

(methamphetamine)*

Tablet

Hyperactivity: Desoxyn tablets
are indicated as an integral part
of a total treatment program
which typically includes other
remedial measures
(psychological, educational,
social) for a stabilizing effect in
children over 6 years of age

*generic available
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Agent(s)

FDA Indication(s)

Notes

Ref#

with a behavioral syndrome
characterized by the following
group of developmentally
inappropriate symptoms:
moderate to severe
distractibility, short attention
span, hyperactivity, emotional
lability, and impulsivity. The
diagnosis of this syndrome
should not be made with finality
when these symptoms are only
of comparatively recent origin.
Nonlocalizing (soft)
neurological signs, learning
disability, and abnormal EEG
may or may not be present, and
a diagnosis of central nervous
system dysfunction may or may
not be warranted.

Dexedrine Spansules®
(dextroamphetamine ER)*

Capsule

Treatment of attention deficit
hyperactivity disorder (ADHD) in
pediatric patients (6 years of
age to 16 years of age)

Treatment of narcolepsy

Stimulant

*generic available

Dyanavel XR®
(Amphetamine ER)
Chewable tablet

Oral suspension

Treatment of attention deficit
hyperactivity disorder (ADHD) in
patients 6 years and older

Stimulant

Evekeo ODT®
(amphetamine)

Orally disintegrating tablet

Treatment of attention deficit
hyperactivity disorder (ADHD) in
pediatric patients 6 to 17 years
of age

Stimulant
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Agent(s) FDA Indication(s) Notes Ref#

Evekeo® Treatment of narcolepsy Stimulant 13

(amphetamine)* Treatment of attention deficit  |*generic available
hyperactivity disorder (ADHD) in

Tablet children 3 years of age and
older
Treatment of exogenous
obesity in patients 12 years and
older

Focalin XR® Treatment of attention deficit  [Stimulant 16
hyperactivity disorder (ADHD)

(dexmethylphenidate ER)* *generic available

Capsule

Focalin® Treatment of attention deficit  [Stimulant 15
hyperactivity disorder (ADHD)

(dexmethylphenidate)* *generic available

Tablet

Intuniv® Treatment of attention deficit  |Non-Stimulant 33
hyperactivity disorder (ADHD)

(guanfacine ER)* as monotherapy or as *generic available
adjunctive therapy to stimulant

Tablet medications in patients 6 years
and older

Jornay PM® Treatment of attention deficit  |Stimulant 17
hyperactivity disorder (ADHD) in

(methylphenidate delayed ER) patients 6 years and older

Capsule

Kapvay® Treatment of attention deficit  |Non-Stimulant 32

(clonidine ER)*

Tablet

hyperactivity disorder (ADHD)
as monotherapy or as
adjunctive therapy to stimulant
medications

*generic available
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Agent(s) FDA Indication(s) Notes Ref#

Metadate CD® Treatment of attention deficit  [Stimulant 4
hyperactivity disorder (ADHD) in

(methylphenidate ER)* pediatric patients 6 to 15 years |*generic available
of age

Capsule

Methylin® Treatment of attention deficit |Stimulant 18
hyperactivity disorder (ADHD) in

(methylphenidate)* adults and pediatric patients 6 |*generic
years and older available

Oral solution
Treatment of narcolepsy

Mehylphenidate ER, 24HR* Treatment of attention deficit  |Stimulant 22
hyperactivity disorder (ADHD) in

Tablet adults up to the age of 65 and  |*generic available
pediatric patients 6 years of age
and older

Mydayis® Treatment of attention deficit  |Stimulant 23
hyperactivity disorder (ADHD) in

(amphetamine ER)* patients 13 years and older *generic available

Capsule

Onyda™ XR Treatment of Attention Deficit |Non-Stimulant 19
Hyperactivity Disorder (ADHD)

(clonidine ER) as monotherapy and as
adjunctive therapy to central

Oral suspension nervous system (CNS)
stimulant medications in
pediatric patients 6 years of age
and older

Qelbree® Treatment of attention deficit  |Non-Stimulant 42
hyperactivity disorder (ADHD) in

(viloxazine) adults and pediatric patients 6

Tablet

years and older




prescryptive

REWRITING THE SCRIPT

Agent(s) FDA Indication(s) Notes Ref#

Quillichew ER® Treatment of attention deficit  |Stimulant 25
hyperactivity disorder (ADHD) in

(methylphenidate ER) patients 6 years and older

Chewable tablet

Quillivant XR® Treatment of attention deficit |Stimulant 26
hyperactivity disorder (ADHD) in

(methylphenidate ER) patients 6 years and older

Oral suspension

Relexxii®, Methylphenidate ER Osmotic Release | Treatment of attention deficit  |Stimulant 27,45
hyperactivity disorder (ADHD) in

(methylphenidate osmotic release ER) adults (up to the age of 65) and
pediatric patients 6 years of age

Tablet and older

Ritalin LA® Treatment of attention deficit  |Stimulant 29
hyperactivity disorder (ADHD) in

(methylphenidate ER)* pediatric patients 6 to 12 years |*generic available
of age

Capsule

Ritalin® Treatment of attention deficit  [Stimulant 28
hyperactivity disorder (ADHD) in

(methylphenidate)* pediatric patients 6 years and  |*generic available
older and adults

Tablet
Treatment of narcolepsy

Strattera® The treatment of attention Non-Stimulant 34
deficit hyperactivity disorder

(atomoxetine)* (ADHD) *generic available

Capsule

Vyvanse® Treatment of attention deficit  [Stimulant 30

(lisdexamfetamine)*

Capsule

hyperactivity disorder (ADHD) in
pediatric patients 6 years and
older

Treatment of moderate to

*generic available
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Agent(s)

FDA Indication(s) Notes Ref#

Chewable tablet

severe binge eating disorder
(BED) in adults

Xelstrym®
(dextroamphetamine)

Transdermal patch

Treatment of attention deficit  [Stimulant 44
hyperactivity disorder (ADHD) in
adults and pediatric patients 6
years and older

CLINICAL RATIONALE

ADHD/ADD

Attention deficit hyperactivity disorder (ADHD) is one of the most common
neurobehavioral disorders of childhood and can profoundly affect children’s
academic achievement, well-being, and social interactions. Most children with
ADHD will continue to have symptoms and impairment through adolescence and
into adulthood. Estimates indicate that approximately 3 to 4 percent of adults
meet the Diagnostic and Statistical Manual of Mental Disorders, 4™ ed. (DSM-IV)
diagnostic criteria for ADHD.(35) A study looking at the Diagnostic and Statistical
manual of Mental Disorders, 5" edition (DSM-5) ADHD criteria for adults
suggests a prevalence rate of 3.55% in adults compared to an earlier estimated
prevalence of DSM-4 ADHD being 2.8% for adults. Changes to DSM-5 criteria for
ADHD suggest a 27 percent increase in the expected prevalence of ADHD among
young adults.(37) ADHD in adulthood is associated with significant impairment
in occupational and academic functioning such as academic underachievement,
unemployment, and problems in work performance. Adults with ADHD also often
experience social and interpersonal difficulties. A third area of concern in adult
ADHD is criminal and antisocial behavior.(38)

Guidelines from the American Academy of Pediatrics recommend behavioral
therapy as first line treatment for preschoolers (age 4-5). Methylphenidate may
be considered if behavior interventions do not provide significant improvement
and there is moderate-to-severe continued disturbance in the child's functioning.
If behavioral treatment is unavailable, risks of starting medication before age 6
against harm of delaying treatment need to be considered. For children (ages 6—
11) and adolescents (ages 12-18), medications for ADHD/ADD combined with
behavioral therapy is recommended. The evidence is strong for stimulant
medications and sufficient but less strong for atomoxetine, ER guanfacine, and
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ER clonidine (in that order). In addition, diversion of ADHD medication is a special
concern among adolescents. Clinicians may consider prescribing nonstimulant
medications that minimize abuse potential, such as atomoxetine and extended-
release guanfacine or extended-release clonidine.(35) Pharmacotherapy is the
mainstay of treatment for ADHD in adults. Guidelines recommend stimulant
medications and atomoxetine as first line therapy, followed by antidepressants
(bupropion, desipramine). Medications should be started at a low dose and
titrated slowly until maximal benefit is achieved or adverse effects become
intolerable. A trial of four to six weeks should be allowed for each dosing
change.(36)

Narcolepsy

Narcolepsy is a chronic neurological disorder caused by the brain's inability to
regulate sleep-wake cycles. It affects males and females equally and is a lifelong
problem but does not usually worsen with age. Patients with narcolepsy all have
excessive daytime sleepiness (EDS) which is characterized by unwillingly falling
asleep during the day even if they are in the middle of an activity such as driving,
eating, or talking regardless of how much sleep they get at night. Other
symptoms include cataplexy, sleep paralysis, and hallucinations. If left
undiagnosed or untreated, narcolepsy can interfere with psychological, social,
and cognitive function and development and can inhibit academic, work, and
social activities. Although there is no cure for narcolepsy, some of the symptoms
can be treated with medication and lifestyle changes. Medication options include
modafinil, amphetamine-like stimulants, antidepressants, sodium oxybate, and
pitolisant. Nonpharmacological therapy involves lifestyle changes, such as
avoiding caffeine, alcohol, or smoking and improving sleep hygiene.(39)

Safety

Adderall, Adderall XR, Adzenys XR-ODT, Azstarys, Concerta, Cotempla XR-ODT,
Daytrana, Desoxyn, Dexedrine Spansule, Dyanavel XR, Evekeo, Evekeo ODT,
Focalin, Focalin XR, Jornay PM, Metadate CD, Methylin, Methylphenidate ER
Osmotic Release, Mydayis, QuilliChew ER, Quillivant XR, Relexxii, Ritalin, Ritalin
LA, Vyvanse, and Xelstrym have a boxed warning for abuse, misuse, and
addiction.(1,2,4,5,7-18,23,25-30,43-45)

e These medications have a high potential for abuse and misuse, which can
lead to the development of a substance use disorder, including addiction.
Misuse and abuse of CNS stimulants can result in overdose and death,
and this risk is increased with higher doses or unapproved methods of
administration, such as snorting or injection.

o Before prescribing these medications, assess each patient’s risk for
abuse, misuse, and addiction. Educate patients and their families about
these risks, proper storage of the drug, and proper disposal of any unused
drug. Throughout treatment, reassess each patient’s risk of abuse,
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misuse, and addiction and frequently monitor for signs and symptoms of
abuse, misuse, and addiction.

Adhansia XR, Aptensio XR have a boxed warning for abuse and
dependence.(3,6)

e CNS stimulants, other methylphenidate-containing products, and
amphetamines have a high potential for abuse and dependence.

o Assess the risk of abuse prior to prescribing and monitor for signs of
abuse and dependence while on therapy.

Qelbree has a boxed warning for suicidal thoughts and behaviors.(42)

e Inclinical trials, higher rates of suicidal thoughts and behavior were
reported in pediatric patients with ADHD treated with Qelbree than in
patients treated with placebo. Closely monitor all Qelbree-treated
patients for clinical worsening, and for emergence of suicidal thoughts
and behaviors.

Strattera has a boxed warning for suicidal ideation in children and
adolescents.(34)

e STRATTERA (atomoxetine) increased the risk of suicidal ideation in short-
term studies in children or adolescents with Attention-
Deficit/Hyperactivity Disorder (ADHD). Anyone considering the use of
STRATTERA in a child or adolescent must balance this risk with the
clinical need. Co-morbidities occurring with ADHD may be associated
with an increase in the risk of suicidal ideation and/or behavior. Patients
who are started on therapy should be monitored closely for suicidality
(suicidal thinking and behavior), clinical worsening, or unusual changes in
behavior. Families and caregivers should be advised of the need for close
observation and communication with the prescriber. STRATTERA is
approved for ADHD in pediatric and adult patients. STRATTERA is not
approved for major depressive disorder.

Adderall, Adderall XR, Adhansia XR, Adzenys XR-ODT, Aptensio XR and XR-ODT,
Azstarys, Concerta, Cotempla XR-ODT, Desoxyn, Dexedrine Spansule, Dyanavel
XR, Evekeo, Evekeo ODT, Focalin, Focalin XR, Jornay PM,
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Methylin, Methylphenidate ER Osmotic Release Mydayis, QuilliChew ER,
Quillivant XR, Relexxii, Ritalin, Ritalin LA, Vyvanse, and Xelstrym are
contraindicated in patients:(1-3,5-8,10-18,23,25-30,43-45)

e Known hypersensitivity to the product. Hypersensitivity reactions such as
angioedema, anaphylactic reactions, urticaria, Stevens-Johnson
Syndrome have been reported in patients or observed in postmarketing
reports.

e Taking monoamine oxidase inhibitors (MAOIs), or within 14 days of
stopping MAOIs (including MAOIs such as linezolid or intravenous
methylene blue), because of an increased risk of hypertensive crisis.

Daytrana is contraindicated in patients:(9)

e Known hypersensitivity to methylphenidate or other components of the
product (polyester/ethylene vinyl acetate laminate film backing, acrylic
adhesive, silicone adhesive, and fluoropolymer-coated polyester).

e Taking monoamine oxidase inhibitors (MAOIs), or within a minimum of 14
days following discontinuation of treatment with an MAOI (hypertensive
crises may result).

Intuniv is contraindicated in patients with a history of a hypersensitivity reaction
to Intuniv or its inactive ingredients, or other products containing guanfacine.
Rash and pruritus have been reported.(33)

Kapvay and Onyda XR are contraindicated in patients with a history of a
hypersensitivity reaction to clonidine. Reactions have included generalized rash,
urticaria, and angioedema.(19,32)

Metadate CD is contraindicated in patients with:(4)

e known hypersensitivity to methylphenidate or other component of
Metadate CD. Angioedema has been reported in patients treated with
Metadate CD. Anaphylactic reactions have been reported in patients
treated with other methylphenidate products.

e Concomitant treatment with monoamine oxidase inhibitors (MAOIs), or
within 14 days following discontinuation of treatment with an MAOQI,
because of the risk of hypertensive crisis.

10
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Metadate CD contains sucrose. Therefore, patients with hereditary
problems of fructose intolerance, glucose-galactose malabsorption, or
sucrase-isomaltase insufficiency should not take this medicine.

Qelbree is contraindicated in patients:(42)

Receiving concomitant treatment with monoamine oxidase inhibitors
(MAOQI), or within 14 days following discontinuing an MAOI, because of an
increased risk of hypertensive crisis.

Receiving concomitant administration of sensitive CYP1A2 substrates
or CYP1A2 substrates with a narrow therapeutic range.

Strattera is contraindicated in patients with:(34)

Known to be hypersensitive to atomoxetine or other constituents of the
product.

Taking monoamine oxidase inhibitors (MAOIs), or within a minimum of 14
days following discontinuation of treatment with an MAOI. With other
drugs that affect brain monoamine concentrations, there have been
reports of serious, sometimes fatal reactions (including hyperthermia,
rigidity, myoclonus, autonomic instability with possible rapid fluctuations
of vital signs, and mental status changes that include extreme agitation
progressing to delirium and coma) when taken in combination with an
MAOI. Some cases presented with features resembling neuroleptic
malignant syndrome. Such reactions may occur when these drugs are
given concurrently or in close proximity.

Narrow angle glaucoma due to increased risk of mydriasis with Strattera
use.

Pheochromocytoma: serious reactions, including elevated blood pressure
and tachyarrhythmia, have been reported in patients with
pheochromocytoma or a history of pheochromocytoma who received
Strattera.

Severe cardiovascular disorders: do not use in patients with severe
cardiac or vascular disorders whose condition would be expected to
deteriorate if they experience increases in blood pressure or heart rate
that could be clinically important (for example, 15 to 20 mm Hg in blood
pressure or 20 beats per minute in heart rate).

11
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QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval
QL Quantity limit for the Target Agent(s) will be approved when ONE of the following is met:
Standalone

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. The requested quantity (dose) exceeds the program quantity limit AND ONE of the
following:
A.  BOTH of the following:
1. The requested agent does NOT have a maximum FDA labeled dose for the
requested indication AND
2. There is support for therapy with a higher dose for the requested indication
OR
B. BOTH of the following:
1. The requested quantity (dose) does NOT exceed the maximum FDA labeled
dose for the requested indication AND
2. There is support for why the requested quantity (dose) cannot be achieved
with a lower quantity of a higher strength that does NOT exceed the program
quantity limit OR
C. BOTH of the following:
1. The requested quantity (dose) exceeds the maximum FDA labeled dose for
the requested indication AND
2. There is support for therapy with a higher dose for the requested indication

Length of Approval: up to 12 months

15
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Agamree (vamorolone), Emflaza (deflazacort)

Prior Authorization with Quantity Limit

FDA LABELED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#

Agamree® |Treatment of Duchenne muscular dystrophy (DMD) in patients 2 6

years of age and older
(vamorolone)

Oral
suspension

Emflaza® Treatment of Duchenne muscular dystrophy (DMD) in patients 2  |* generic available |1
years of age and older
(deflazacort)*

Tablet

Oral
suspension

CLINICAL RATIONALE

Duchenne Muscular Duchenne muscular dystrophy (DMD) is a genetic disorder characterized by
Dystrophy progressive muscle degeneration and weakness due to alterations in a protein
called dystrophin that helps keep muscle cells intact. DMD is the most common
childhood form of muscular dystrophy as well as the most prevalent of the
muscular dystrophies. DMD is an X-linked recessive inherited genetic condition
primarily affecting males, although females who carry the defective gene may
show some symptoms. Prevalence is 15.9 per 100,000 live male births in the US
and 19.5 per 100,000 live male births in the UK. Dystrophin is the protein
associated with this affected gene and provides structural stability to skeletal
muscles. Mutations in this gene, and subsequent lack of dystrophin in muscle
fiber, result in a rapidly progressing disease involving muscle degeneration and
weakness. Symptom onset is in early childhood and many children lose the
ability to walk by early adolescence. Beyond muscle weakness, other symptoms
include enlargement of the calf muscles, lumbar lordosis, and eventually
cardiomyopathy and poor respiratory function. Until relatively recently, boys with




prescryptive

REWRITING THE SCRIPT

DMD usually did not survive much beyond their teen years. Due to advances in
cardiac and respiratory care, life expectancy is increasing and many young adults
with DMD are surviving into their early 30s. Currently, there is no cure for DMD,
and therapies are supportive in nature. Physical therapy, occupational therapy,
respiratory care, speech therapy, braces/wheelchairs/contractures and
glucocorticoid therapy are among the most common therapies.(2-4) Dystrophin
gene deletion and duplication testing is usually the first confirmatory test.(8)
Corticosteroid (glucocorticoids) are the standard of care for DMD, although they
remain non-curative. Their use improves muscle strength, improves timed motor
function, delays loss of ambulation, improves pulmonary function, reduces the
need for scoliosis surgery, delays onset of cardiomyopathy, increases survival,
and maintains quality of life. The choice of which glucocorticoid to use depends
on cost, formulation, and perceived side-effect profiles.(3)

The updated American Academy of Neurology practice guidelines concluded that
prednisone and deflazacort are possibly equally effective for improving motor
function in patients with DMD (2 Class lll studies). There is insufficient evidence
to directly compare the effectiveness of prednisone vs deflazacort in cardiac
function in patients with DMD (1 Class Ill study of a combined cohort). The AAN
states that deflazacort could be offered as an intervention for patients with DMD
to improve strength and timed motor function and delay the age at loss of
ambulation by 1.4-2.5 years (Level C), improve pulmonary function (Level C),
reduce the need for scoliosis surgery (Level C), delay the onset of
cardiomyopathy by 18 years of age (Level C), increase survival at 5 and 15 years
of follow-up (Level C). Prednisone is possibly associated with greater weight gain
in the first 12 months of treatment, with no significant difference in weight gain
with longer-term use compared with deflazacort (2 Class Il studies). Deflazacort
is possibly associated with an increased risk of cataracts compared with
prednisone, although most are not vision-impairing (2 Class Il studies).(5)

Vamorolone is a first-in-class anti-inflammatory steroidal drug that has shown to
have dissociative properties. The structure of vamorolone is similar to other
glucocorticoids: it binds to the glucocorticoid receptor and retains the anti-
inflammatory effects characteristic of traditional steroids, preferentially inducing
transrepression with little-to-no transactivation or cis-repression.
Transrepression is the suppression of the pro-inflammatory nuclear factor kappa
B (NF-kB) signaling pathway, to exert the well-known potent anti-inflammatory
effects of steroids. By not inducing transactivation or cis-repression, vamorolone
is purported to elicit fewer adverse effects. Vamorolone is also a
mineralocorticoid receptor antagonist, and thus may have the potential to treat
DMD-associated cardiomyopathy through modulation of blood pressure.(7)
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Efficacy

Emflaza

The effectiveness of Emflaza for the treatment of DMD was established in a
multicenter, randomized, double-blind, placebo-controlled, 52-week study. The
study enrolled 196 male patients between the ages of 5 and 15 years old with
documented mutation of the dystrophin gene, onset of weakness before 5 years
of age, and serum creatinine kinase activity at least 10 times the upper limit of
normal at some stage in their illness. Patients were randomized to receive
Emflaza (0.9 or 1.2 mg/kg/day), an active comparator, or placebo. After 12
weeks, placebo patients were re-randomized to receive either Emflaza or the
active comparator. All patients continued treatment for an additional 40

weeks. Efficacy was evaluated by assessing the change between Baseline and
Week 12 in average strength of 18 muscle groups. The change in average muscle
strength score between Baseline and Week 12 was significantly greater for the
deflazacort 0.9 mg/kg/day dose group than for the placebo group. (p-value
0.017). Although not a pre-specified statistical analysis, compared with placebo,
the deflazacort 0.9 mg/kg/day dose group demonstrated at Week 52 the
persistence of the treatment effect observed at Week 12.(1)

A second randomized, double-blind, placebo-controlled, 104-week clinical trial
evaluated deflazacort in comparison to placebo. The study population consisted
of 29 male children 6 to 12 years of age with a DMD diagnosis confirmed by the
documented presence of abnormal dystrophin or a confirmed mutation of the
dystrophin gene. The results of the analysis of the primary endpoint of average
muscle strength scores in this 2nd study (graded on a 0-5 scale) at 2 years were
not statistically significant, possibly because of a limited number of patients
remaining in the placebo arm (subjects were discontinued from the trial when
they lost ambulation). Although not statistically controlled for multiple
comparisons, average muscle strength scores at Months 6 and 12, as well as the
average time to loss of ambulation, numerically favored deflazacort in
comparison with placebo.(1)

Agamree

The effectiveness of Agamree for the treatment of DMD was evaluated in a
multicenter, randomized, double-blind, parallel-group, placebo- and active-
controlled, multinational 24-week study (Study 1; NCT03439670). The study
randomized 121 male patients with DMD to one of the following treatment
groups: AGAMREE 6 mg/kg/day (n=30), AGAMREE 2 mg/kg/day (n=30),
prednisone 0.75 mg/kg/day (n=31), or placebo (n=30) for 24 weeks. After 24
weeks, patients on prednisone and placebo received either AGAMREE 6
mg/kg/day (n=29) or AGAMREE 2 mg/kg/day (n=29) for an additional 20 weeks.
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The study included patients 4 to less than 7 years of age at time of enroliment in
the study who were corticosteroid naive and ambulatory, with a confirmed
diagnosis of DMD.(6)

The primary endpoint was the change from baseline to Week 24 in Time to Stand
Test (TTSTAND) velocity for AGAMREE 6 mg/kg/day compared to placebo.
TTSTAND velocity is a measure of muscle function that measures the time
required for the patient to stand to an erect position from a supine position
(floor). The key secondary endpoints consisted of change from baseline to Week
24 in TTSTAND velocity (AGAMREE 2 mg/kg/day vs placebo), 6 Minute Walk Test
(6MWT) distance (AGAMREE 6 mg/kg/day vs placebo and 2 mg/kg/day vs
placebo) and Time to Run/Walk 10 meters (TTRW) velocity (AGAMREE 6
mg/kg/day vs placebo and 2 mg/kg/day vs placebo). The 6MWT measures the
distance that a patient can walk on a flat, hard surface in a period of 6 minutes
and TTRW measures the time that it takes a patient to run or walk 10 meters. The
fixed sequential testing process was applied to the key secondary endpoints in
the order listed above.(6)

The primary endpoint and key secondary endpoints were met for the AGAMREE 6
mg/kg/day treatment group. The AGAMREE 2 mg/kg/day treatment group was
statistically significant vs. placebo for TTSTAND and 6MWT, but was not
statistically significant vs. placebo for TTRW.(6)

Safety Emflaza is contraindicated in patients with known hypersensitivity to deflazacort
or to any of the inactive ingredients. Instances of hypersensitivity, including
anaphylaxis, have occurred in patients receiving corticosteroid therapy.(1)
Agamree is contraindicated in patients with known hypersensitivity to
vamorolone or to any of the inactive ingredients in Agamree.(6)

REFERENCES
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PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Initial Evaluation
Target Agent(s) will be approved when ALL of the following are met:

1. ONE of the following:
A.  Therequested agent is eligible for continuation of therapy AND ONE of the following:




prescryptive' REWRITING THE SCRIPT

Module

Clinical Criteria for Approval

Agents Eligible for Continuation of Therapy

All target agents are eligible for continuation of therapy

1. The patient has been treated with the requested agent (starting on samples is
not approvable) within the past 90 days OR
2. The prescriber states the patient has been treated with the requested agent
(starting on samples is not approvable) within the past 90 days AND is at risk if
therapy is changed OR
B. ALL of the following:
1. ONE of the following:

A. The patient has a diagnosis of Duchenne Muscular Dystrophy
confirmed by genetic analysis (i.e., dystrophin deletion or duplication
mutation) (genetic test required) OR

B. The patient has another FDA labeled indication for the requested agent
and route of administration AND

2. If the patient has an FDA labeled indication, then ONE of the following:

A. The patient’s age is within FDA labeling for the requested indication for
the requested agent OR

B. There is support for the use of the requested agent for the patient’s age
for the requested indication AND

3. ONE of the following:

A. The patient has tried and had an inadequate response after 6 months of
therapy with generic prednisone (or prednisolone) OR

B. The patient has an intolerance or hypersensitivity to generic prednisone
(or prednisolone) that is NOT expected to occur with the requested
agent OR

C. The patient has an FDA labeled contraindication to generic prednisone
(or prednisolone) AND

2. If the request is for one of the following brand agents with an available generic equivalent
(listed below), then ONE of the following:

Brand Generic Equivalent

Emflaza deflazacort
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Module |Clinical Criteria for Approval

A.  The patient has an intolerance or hypersensitivity to the generic equivalent that is not
expected to occur with the brand agent OR
B. The patient has an FDA labeled contraindication to the generic equivalent that is not
expected to occur with the brand agent OR
C. Thereis support for the use of the requested brand agent over the generic equivalent
AND
3. The prescriber is a specialist in the area of the patient’s diagnosis (e.g., pediatric neurologist),
or the prescriber has consulted with a specialist in the area of the patient’s diagnosis AND
4. The patient does NOT have any FDA labeled contraindications to the requested agent AND
5. The requested quantity (dose) does NOT exceed the maximum FDA labeled dose based on
the patient’s weight

Length of Approval: 6 months for Agamree, 12 months for Emflaza

NOTE: If Quantity Limit applies, please refer to Quantity Limit criteria.

Renewal Evaluation
Target Agent(s) will be approved when ALL of the following are met:

1. The patient has been previously approved for the requested agent through the plan’s Prior
Authorization process [Note: patients not previously approved for the requested agent will
require initial evaluation review] AND

2. The patient has had improvements or stabilization with the requested agent (e.g., slowed
disease progression, improved strength, timed motor function, pulmonary function; reduced
need for scoliosis surgery) AND

3. If the request is for one of the following brand agents with an available generic equivalent
(listed below), then ONE of the following:

Brand Generic Equivalent

Emflaza deflazacort

A.  The patient has an intolerance or hypersensitivity to the generic equivalent that is not
expected to occur with the brand agent OR
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Module

Clinical Criteria for Approval

B. The patient has an FDA labeled contraindication to the generic equivalent that is not
expected to occur with the brand agent OR
C. Thereis support for the use of the requested brand agent over the generic equivalent
AND
4. The prescriber is a specialist in the area of the patient’s diagnosis (e.g., pediatric neurologist),
or the prescriber has consulted with a specialist in the area of the patient’s diagnosis AND
5. The patient does NOT have any FDA labeled contraindications to the requested agent AND
6. The requested quantity (dose) does NOT exceed the maximum FDA labeled dose based on
the patient’s weight

Length of Approval: 12 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit criteria.

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

QL

Quantity Limit for the Target Agent(s) will be approved when ONE of the following is met:

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. The requested agent strength does not have a program quantity limit OR
3. Therequest agent is Emflaza and ONE of the following:
A.  Therequested agent is Emflaza SUSPENSION OR
B.  BOTH of the following:
1. The requested quantity (dose) exceeds the program quantity limit AND
2. The requested quantity (dose) cannot be achieved with a lower quantity of any
combination of the four Emflaza tablet strengths OR
4. ALL of the following:
A.  The requested quantity (dose) exceeds the program quantity limit AND
B. The requested quantity (dose) does NOT exceed the maximum FDA labeled dose for
the requested indication AND
C. Therequested quantity (dose) cannot be achieved with a lower quantity of a higher
strength that does NOT exceed the program quantity limit

Approval Length: up to 12 months
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Alinia
Quantity Limit

FDA LABELED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#

Alinia® Oral suspension (patients 1 year of age and older) and tablets *generic available |1
(patients 12 years of age and older) indicated for the treatment of
(nitazoxanide) |diarrhea caused by Giardia lamblia or Cryptosporidium parvum

Tablet* Limitations of Use:

Suspension « Nitazoxanide has not been shown to be effective for the
treatment of diarrhea caused by C. parvum in HIV-infected
or immunodeficient patients

CLINICAL RATIONALE

Infectious Diarrhea

Persistent watery diarrhea generally should not be treated in the absence of an
identified cause. When persistent diarrhea is caused by infection, the most
common etiologic agents are protozoal (including parasites such as Giardia
lamblia, Cryptosporidium species, Cyclospora cayetanensis, and Cystoisospora
belli) and are best managed with pathogen-specific therapy (rather than empiric
therapy before the infection is diagnosed).(7)

Giardiasis is caused by the anaerobic protozoan parasite Giardia duodenalis (e.g.,
G. lamblia or G. intestinalis). Effective treatments include metronidazole,
tinidazole, and nitazoxanide. Among the many protozoan parasites in the genus
Cryptosporidium, the species C. hominis and C. parvum cause greater than 90% of
human infections. Nitazoxanide is FDA approved as a treatment of
cryptosporidiosis in immunocompetent patients.(8)

IBM Micromedex lists the following non-FDA approved uses with a Class lla
Strength of Recommendation (treatment is generally considered to be useful,
and is indicated in most cases) or higher:




prescryptive' REWRITING THE SCRIPT

e Infection by Fasciola in adults (l1a)(2)

o Nitazoxanide appeared to be well tolerated and effective when
used in the treatment of human fascioliasis, in an open-label
study. Adult patients received an oral regimen of nitazoxanide
500 mg twice daily for 6 consecutive days.(3)

e General intestinal parasitism in adults and pediatrics (l1a)(2)

o A 3-day course of nitazoxanide (NTZ) 500 mg twice daily was a
safe and effective treatment for diarrhea associated with
infection by the intestinal parasites Giardia intestinalis,
Entamoeba histolytica, or Entamoeba dispar.(4)

o Results of a large field study in Egypt indicate that nitazoxanide
is safe and effective for treating intestinal protozoan and
helminthic infections. Patients took medication with food at 12-
hour intervals over 3 days; those older than 12 years received
500 mg of nitazoxanide, children aged 4 to 11 years received 200
mg of drug, and children aged 1 to 3 years received 5 mL of a
100 mg per 5-mL suspension.(5)

o Nitazoxanide and metronidazole have been similarly effective in
treating symptomatic intestinal giardiasis in children.(6)

REFERENCES

Number

Reference
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Compared to Metronidazole in the Treatment of Symptomatic Giardiasis in Children from Northern
Peru. Aliment Pharm Ther. 2001;15(9):1409-15.

7

2017 Infectious Diseases Society of America (IDSA) Clinical Practice Guidelines for the Diagnosis and
Management of Infectious Diarrhea. Clin Infec Dis. 2017 Dec;65:e45-€80.

2020 Centers for Disease Control and Prevention (CDC) Yellow Book: Health Information for
International Travel.

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Quantity limit for the Target Agent(s) will be approved when BOTH of the following are met:

1. The patient has ONE of the following diagnoses:
A. Diarrhea caused by Giardia lamblia or Cryptosporidium parvum OR
B.  Adult with Fasciola infection OR
C. General intestinal parasitism AND
2. ONE of the following:
A.  The patient has been re-infected AND requires an additional course of therapy
AND ONE of the following:
1. The requested quantity (dose) is less than or equal to the following:
A. For diarrhea caused by Giardia lamblia or Cryptosporidium parvum,
3000 mg over 3 days OR
B. For adults with Fasciola infection, 6000 mg over 6 days OR
C. For general intestinal parasitism, 3000 mg over 3 days OR
2. There is support of therapy with a higher dose and/or duration for the
requested indication OR
B.  The patient is seeking a higher dose and/or duration of therapy for the same infection
AND there is support of therapy with a higher dose and/or duration for the requested
indication

Length of Approval: up to 3 months
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Prior Authorization with Quantity Limit

REWRITING THE SCRIPT

Your health benefit plan may not cover certain prescription drug products or drug categories included in

this document. Please consult your benefit plan materials for details about your particular benefit. This
document may include drugs that are not included on your plan's formulary. For drug coverage status,

please consult your plan's formulary.

FDA LABELED INDICATIONS AND DOSAGE

(sucralfate)

Oral
suspension*

duodenal ulcer.

Agent(s) FDA Indication(s) Notes Ref#

Adlarity® Treatment of mild, moderate, and severe dementia of the 29
Alzheimer's type.

(donepezil)

Patch

ASPRUZYO Treatment of chronic angina. 30

Sprinkle™

(ranolazine)

Granules

Baclofen Treatment of spasticity resulting from multiple sclerosis, 25
particularly for the relief of flexor spasms and concomitant

Solution pain, clonus, and muscular rigidity.
May also be of some value in patients with spinal cord injuries
and other spinal cord diseases.

Carafate® Indicated in the short-term (up to 8 weeks) treatment of active |*generic available |12

CaroSpir®
(spironolactone)

Oral
suspension*

Treatment of NYHA Class IlI-IV heart failure and reduced
ejection fraction to increase survival, manage edema, and to
reduce the need for hospitalization for heart failure.

Use as an add-on therapy for the treatment of hypertension, to

lower blood pressure. Lowering blood pressure reduces the risk

*generic available
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Agent(s)

FDA Indication(s)

Notes

Ref#

of fatal and nonfatal cardiovascular events, primarily strokes
and myocardial infarctions.

The management of edema in adult cirrhotic patients when
edema is not responsive to fluid and sodium restrictions.

Cimetidine

Oral solution*

Short-term treatment of active duodenal ulcer. Most patients
heal within 4 weeks and there is rarely reason to use cimetidine
at full dosage for longer than 6 to 8 weeks. Concomitant
antacids should be given as needed for relief of pain. However,
simultaneous administration of oral cimetidine and antacids is
not recommended, since antacids have been reported to
interfere with the absorption of oral cimetidine.

Maintenance therapy for duodenal ulcer patients at reduced
dosage after healing of active ulcer. Patients have been
maintained on continued treatment with cimetidine 400 mg h.s.
for periods of up to 5 years.

Short-term treatment of active benign gastric ulcer. There is no
information concerning usefulness of treatment periods of
longer than 8 weeks.

Erosive gastroesophageal reflux disease (GERD). Erosive
esophagitis diagnosed by endoscopy. Treatment is indicated
for 12 weeks for healing of lesions and control of symptoms.
The use of cimetidine beyond 12 weeks has not been
established.

The treatment of pathological hypersecretory conditions (i.e.,
Zollinger-Ellison Syndrome, systemic mastocytosis, multiple
endocrine adenomas).

*generic available

2

Cuvposa®
(glycopyrrolate)

Oral solution*

Reduce chronic severe drooling in patients aged 3-16 years
with neurologic conditions associated with problem drooling
(e.g., cerebral palsy).

*generic available

3

Dartisla® ODT
(glycopyrrolate)
Orally

disintegrating
tablet

Indicated in adults to reduce symptoms of a peptic ulcer as an
adjunct to treatment of peptic ulcer.

Limitations of Use: Not indicated as monotherapy for treatment
of peptic ulcer because effectiveness in peptic ulcer healing
has not been established.

27
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Agent(s) FDA Indication(s) Notes Ref#
Digoxin Treatment of mild to moderate heart failure and for the control |*generic available |5
of resting ventricular rate in patients with chronic atrial
Oral solution* |fibrillation.
In pediatric patients with heart failure, digoxin is indicated to
increase myocardial contractility.
Diuril® Adjunctive therapy in edema associated with congestive heart 6
failure, hepatic cirrhosis, and corticosteroid and estrogen
(chlorothiazide) [therapy.
Oral suspension |Diuril has also been found useful in edema due to various
forms of renal dysfunction such as nephrotic syndrome, acute
glomerulonephritis, and chronic renal failure.
Management of hypertension either as the sole therapeutic
agent or to enhance the effectiveness of other antihypertensive
drugs in the more severe forms of hypertension.
Entresto Indicated to reduce the risk of cardiovascular death and 4
Sprinkle® hospitalization for heart failure in adult patients with chronic
heart failure. Benefits are most clearly evident in patients with
(sacubitril and  |left ventricular ejection fraction (LVEF) below normal.
valsartan)
Treatment of symptomatic heart failure with systemic left
Oral Pellet ventricular systolic dysfunction in pediatric patients aged one
year and older. Entresto reduces NT-proBNP and is expected to
improve cardiovascular outcomes.
Epaned® Treatment of hypertension in adults and children older than one |*generic available |7
month, to lower blood pressure. Lowering blood pressure
(enalapril) reduces the risk of fatal and nonfatal cardiovascular events,
primarily strokes and myocardial infarctions.
Oral solution*
Treatment of symptomatic heart failure.
Treatment of asymptomatic left ventricular dysfunction, to
decrease the rate of development of overt heart failure and
reduce hospitalization for heart failure.
Exservan™ Treatment of amyotrophic lateral sclerosis (ALS). 32
(riluzole)
Oral film
famotidine Treatment of active duodenal ulcer (DU), active gastric ulcer *generic available |8

(GU), symptomatic nonerosive gastroesophageal reflux disease
(GERD), erosive esophagitis due to GERD, diagnosed by biopsy,
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Agent(s) FDA Indication(s) Notes Ref#
Powder for treatment of pathological hypersecretory conditions (e.g.,
suspension* Zollinger-Ellison syndrome, multiple endocrine neoplasias), and
reduction of the risk of DU recurrence in adult patients.
Treatment of peptic ulcer and GERD with or without esophagitis
and ulcerations in pediatric patients 1 year of age and older.
Treatment of GERD in pediatric patients from birth to less than
1 year of age.
FLEQSUVY® Treatment of spasticity resulting from multiple sclerosis, *generic available |31
particularly for the relief of flexor spasms and concomitant
(baclofen) pain, clonus, and muscular rigidity.
Oral suspension |May also be of some value in patients with spinal cord injuries
and other spinal cord diseases.
Nitrofurantoin |Treatment of urinary tract infections when due to susceptible |*generic available |34
strains of Escherichia coli, enterococci, Staphylococcus aureus,
Oral . and certain susceptible strains of Klebsiella and Enterobacter
Suspension species.
Furosemide Used in adults and pediatric patients for the treatment of 10
edema associated with congestive heart failure, cirrhosis of the
Oral solution liver and renal disease, including the nephrotic syndrome.
Furosemide is particularly useful when an agent with greater
diuretic potential is desired.
Used in adults for the treatment of hypertension alone or in
combination with other antihypertensive agents. Hypertensive
patients who cannot be adequately controlled with thiazides
will probably also not be adequately controlled with
furosemide alone.
Indocin®, Moderate to severe rheumatoid arthritis including acute flares |*generic available |11
Indomethacin  |of chronic disease.
Suppositories* |Moderate to severe ankylosing spondylitis.
Moderate to severe osteoarthritis.
Acute painful shoulder (bursitis and/or tendinitis).
Acute gouty arthritis.
INZIRQO™ The treatment of hypertension in adult and pediatric patients 38

alone or in combination with other antihypertensive agents, to
lower blood pressure. Lowering blood pressure reduces the risk
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Agent(s)

FDA Indication(s)

Notes

Ref#

(hydrochlorothia
zide)

Suspension

of fatal and nonfatal cardiovascular events, primarily strokes
and myocardial infarction.

The treatment of edema associated with congestive heart
failure, hepatic cirrhosis and renal disease including the
nephrotic syndrome in adult and pediatric patients.

Jylamvo®
(methotrexate)

Oral solution

Treatment of adults with acute lymphoblastic leukemia (ALL)
as part of a combination chemotherapy maintenance regimen.

Treatment of adults with mycosis fungoides.

Treatment of adults with relapsed or refractory non-Hodgkin
lymphoma as part of a metronomic combination regimen.

Treatment of adults with rheumatoid arthritis.

Treatment of adults with severe psoriasis.

15

Katerzia®
(amlodipine)

Oral suspension

Hypertension:

e Treatment of hypertension in adults and children 6
years and older, to lower blood pressure. Lowering
blood pressure reduces the risk of fatal and nonfatal
cardiovascular events, primarily strokes and myocardial
infarctions.

Coronary Artery Disease:

e Chronic Stable Angina.

e Vasospastic Angina (Prinzmetal’s or Variant Angina).

e Angiographically Documented Coronary Artery Disease
in patients without heart failure or an ejection fraction <
40%.

13

LIKMEZ™
(metronidazole)

Oral suspension

Indicated for:

e Trichomoniasis in adults.
e Amebiasis in adults and pediatric patients.
e Anaerobic Bacterial Infections in adults.

To reduce the development of drug-resistant bacteria and
maintain the effectiveness of LIKMEZ and other antibacterial
drugs, LIKMEZ should be used only to treat or prevent
infections that are proven or strongly suspected to be caused
by bacteria.
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Agent(s)

FDA Indication(s)

Notes

Ref#

LYVISPAH®
(baclofen)

Granule

Treatment of spasticity resulting from multiple sclerosis,
particularly for the relief of flexor spasms and concomitant
pain, clonus, and muscular rigidity.

May also be of some value in patients with spinal cord injuries
and other spinal cord diseases.

35

memantine

Oral solution*

Treatment of moderate to severe dementia of the Alzheimer's
type.

*generic available

Nizatidine

Oral solution

Up to 8 weeks for the treatment of active duodenal ulcer. In
most patients, the ulcer will heal within 4 weeks.

Maintenance therapy for duodenal ulcer patients at a reduced
dosage of 150 mg h.s. after healing of an active duodenal ulcer.
The consequences of continuous therapy with nizatidine for
longer than 1 year are not known.

Up to 12 weeks for the treatment of endoscopically diagnosed
esophagitis, including erosive and ulcerative esophagitis, and
associated heartburn due to GERD.

Up to 8 weeks for the treatment of active benign gastric ulcer.
Before initiating therapy, care should be taken to exclude the
possibility of malignant gastric ulceration.

For pediatric patients, ages 12 years and older up to 8 weeks
for the treatment of endoscopically diagnosed esophagitis,
including erosive and ulcerative esophagitis, and associated
heartburn due to GERD.

16

Norligva®
(amlodipine)

Oral solution

Hypertension

e Treatment of hypertension in adults and children 6
years of age and older, to lower blood pressure.
Lowering blood pressure reduces the risk of fatal and
nonfatal cardiovascular events, primarily strokes and
myocardial infarctions.

Coronary Artery Disease (CAD)

e Chronic Stable Angina.

e Vasospastic Angina (Prinzmetal’s or Variant Angina).

e Angiographically Documented Coronary Artery Disease
in patients without heart failure or an ejection fraction <
40%.

28
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Agent(s) FDA Indication(s) Notes Ref#
Nymalize® Improvement of neurological outcome by reducing the 17
incidence and severity of ischemic deficits in adult patients
(nimodipine) with subarachnoid hemorrhage (SAH) from ruptured
. intracranial berry aneurysms regardless of their post-ictus
Oral solution . e
neurological condition (i.e., Hunt and Hess Grades I-V).
0OZOBAX DS™ |Treatment of spasticity resulting from multiple sclerosis, 24
particularly for the relief of flexor spasms and concomitant
(baclofen) pain, clonus, and muscular rigidity.
Oral solution May also be of some value in patients with spinal cord injuries
and other spinal cord diseases.
Propranolol Management of hypertension. It may be used alone or used in |*generic available |19

Oral solution*

combination with other antihypertensive agents, particularly a
thiazide diuretic. Propranolol is not indicated in the
management of hypertensive emergencies.

Decrease angina frequency and increase exercise tolerance in
patients with angina pectoris.

To control ventricular rate in patients with atrial fibrillation and
a rapid ventricular response.

To reduce cardiovascular mortality in patients who have
survived the acute phase of myocardial infarction and are
clinically stable.

Prophylaxis of common migraine headache. The efficacy of
propranolol in the treatment of a migraine attack that has
started has not been established, and propranolol is not
indicated for such use.

Management of familial or hereditary essential tremor. Familial
or essential tremor consists of involuntary, rhythmic, oscillatory
movements, usually limited to the upper limbs. It is absent at
rest, but occurs when the limb is held in a fixed posture or
position against gravity and during active movement.
Propranolol causes a reduction in the tremor amplitude, but not
in the tremor frequency. Propranolol hydrochloride is not
indicated for the treatment of tremor associated with
Parkinsonism.

To improve NYHA functional class in symptomatic patients
with hypertrophic subaortic stenosis.
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Agent(s) FDA Indication(s) Notes Ref#
Adjunct to alpha-adrenergic blockade to control blood pressure
and reduce symptoms of catecholamine-secreting tumors.

Qbrelis® Treatment of hypertension in adults and pediatric patients 6 20
years of age and older.

(lisinopril)
Reduce signs and symptoms of systolic heart failure.

Oral solution
Treatment of acute myocardial infarction.

RALDESY™ Indicated for the treatment of major depressive disorder (MDD) 36
in adults.

(trazodone hcl)

Oral solution

Riomet® Adjunct to diet and exercise to improve glycemic control in *generic available |21
adults and pediatric patients 10 years of age and older with

(metformin) type 2 diabetes mellitus.

Oral

suspension*

Sotylize® The treatment of ventricular arrhythmias, such as sustained 22
ventricular tachycardia, that in the judgment of the physician

(sotalol) are life-threatening.

Oral solution Limitations of Use:

e Use in patients with less severe arrhythmias, even if the
patients are symptomatic, is generally not
recommended. Treatment of patients with
asymptomatic ventricular premature contractions
should be avoided.

The maintenance of normal sinus rhythm [delay in time to
recurrence of atrial fibrillation/atrial flutter (AFIB/AFL)] in
patients with symptomatic AFIB/AFL who are currently in sinus
rhythm.

Limitations of Use

o Sotalol can cause life-threatening ventricular
arrhythmias, reserve it for patients in whom AFIB/AFL is
highly symptomatic. Patients with paroxysmal AFIB
whose AFIB/AFL that is easily reversed (by Valsalva
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suspension*

osteomyelitis; Uncomplicated skin and skin structure
infections; Vancomycin-resistant Enterococcus faecium
infections.

To reduce the development of drug-resistant bacteria and
maintain the effectiveness of Zyvox formulations and other
antibacterial drugs, Zyvox should be used only to treat
infections that are proven or strongly suspected to be caused
by bacteria.

Agent(s) FDA Indication(s) Notes Ref#
maneuver, for example) should usually not be given this
Sotylize.
SYNDROS® Anorexia associated with weight loss in patients with Acquired 23
Immune Deficiency Syndrome (AIDS).
(dronabinol)
Nausea and vomiting associated with cancer chemotherapy in
Oral solution patients who have failed to respond adequately to conventional
antiemetic treatments.
Tiglutik® Treatment of amyotrophic lateral sclerosis (ALS). 33
(riluzole)
Oral suspension
Xatmep® Treatment of pediatric patients with acute lymphoblastic 18
leukemia (ALL) as a component of a combination
(methotrexate) |chemotherapy maintenance regimen.
Oral solution Management of pediatric patients with active polyarticular
juvenile idiopathic arthritis (pJIA) who are intolerant of or had
an inadequate response to first-line therapy.
XROMI® To reduce the frequency of painful crises and reduce the need 36
for blood transfusions in pediatric patients aged 6 months of
(hydroxyurea) |age and older with sickle cell anemia with recurrent moderate
to severe painful crises.
Oral solution
ZYVOX® Indicated in adults and children for the treatment of the *generic available |26
following infections caused by susceptible Gram-positive
(linezolid) bacteria: Nosocomial pneumonia; Community-acquired
pneumonia; Complicated skin and skin structure infections,
Powder for including diabetic foot infections, without concomitant

CLINICAL RATIONALE
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Safety

The following products have boxed warnings:(1-37)

o

o

Epaned

o

o

o

Indocin
O

o

o Jylamv
O

Entresto

When pregnancy is detected, discontinue Entresto as soon as
possible

Drugs that act directly on the renin-angiotensin system can cause
injury and death to the developing fetus

When pregnancy is detected, discontinue Epaned as soon as
possible

Drugs that act directly on the renin-angiotensin system can cause
injury and death to the developing fetus

Furosemide

Furosemide is a potent diuretic which, if given in excessive
amounts, can lead to a profound diuresis with water and
electrolyte depletion. Therefore, careful medical supervision is
required and dose schedule must be adjusted to the individual
patient's needs.
, Indomethacin suppositories
Cardiovascular Thrombotic Events
= Nonsteroidal anti-inflammatory drugs (NSAIDs) cause an
increased risk of serious cardiovascular thrombotic events,
including myocardial infarction and stroke, which can be
fatal. This risk may occur early in treatment and may
increase with duration of use.
* Indocin is contraindicated in the setting of coronary artery
bypass graft (CABG) surgery.
Gastrointestinal Bleeding, Ulceration, and Perforation
= NSAIDs cause an increased risk of serious gastrointestinal
(GI) adverse events including bleeding, ulceration, and
perforation of the stomach or intestines, which can be
fatal. These events can occur at any time during use and
without warning symptoms. Elderly patients and patients
with a prior history of peptic ulcer disease and/or Gl
bleeding are at greater risk for serious Gl events.
0
Methotrexate can cause embryo-fetal toxicity, including fetal
death. For non-neoplastic diseases, Jylamvo is contraindicated in
pregnancy. For neoplastic diseases, advise females and males of
reproductive potential to use effective contraception during and
after treatment with Jylamvo.
Contraindicated in patients with a history of severe
hypersensitivity reactions to methotrexate, including anaphylaxis.
Serious adverse reactions, including death, have been reported
with methotrexate. Closely monitor for infections and adverse
reactions of the bone marrow, gastrointestinal tract, liver, lungs,
skin, and kidneys. Withhold or discontinue Jylamvo as
appropriate.
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LIKMEZ

o Metronidazole has been shown to be carcinogenic in mice and
rats. Avoid unnecessary use of LIKMEZ. Reserve LIKMEZ for use
in the following indications: trichomoniasis, amebiasis and
anaerobic bacterial infections.

Qbrelis

o When pregnancy is detected, discontinue Qbrelis as soon as
possible.

o Drugs that act directly on the renin-angiotensin system can cause
injury and death to the developing fetus.

Raldesy

o Antidepressants increased the risk of suicidal thoughts and
behaviors in pediatric and young adult patients. Closely monitor
for clinical worsening and emergence of suicidal thoughts and
behaviors.

o Not approved for use in pediatric patients.

Riomet

o Postmarketing cases of metformin-associated lactic acidosis
have resulted in death, hypothermia, hypotension, and resistant
bradyarrhythmias. The onset of metformin- associated lactic
acidosis is often subtle, accompanied only by nonspecific
symptoms such as malaise, myalgias, respiratory distress,
somnolence, and abdominal pain. Metformin- associated lactic
acidosis was characterized by elevated blood lactate levels (>5
mmol/Liter), anion gap acidosis (without evidence of ketonuria or
ketonemia), an increased lactate/pyruvate ratio; and metformin
plasma levels generally >5 mcg/mL [see Warnings and
Precautions.

o Risk factors for metformin-associated lactic acidosis include renal
impairment, concomitant use of certain drugs (e.qg., carbonic
anhydrase inhibitors such as topiramate), age 65 years old or
greater, having a radiological study with contrast, surgery and
other procedures, hypoxic states (e.g., acute congestive heart
failure), excessive alcohol intake, and hepatic impairment.

o Steps to reduce the risk of and manage metformin-associated
lactic acidosis in these high-risk groups are provided.

o If metformin-associated lactic acidosis is suspected, immediately
discontinue Riomet and institute general supportive measures in a
hospital setting. Prompt hemodialysis is recommended.

Sotylize

o To minimize the risk of induced arrhythmia, patients initiated or re-
initiated on oral sotalol, and patients who are converted from
intravenous sotalol to oral administration should be hospitalized
in a facility that can provide cardiac resuscitation, continuous
electrocardiographic monitoring and calculations of creatinine
clearance.

o Sotalol can cause life-threatening ventricular tachycardia
associated with QT interval prolongation.
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o Do not initiate sotalol therapy if the baseline QTc is longer than
450 milliseconds (ms). If the QT interval prolongs to 500 ms or
greater, the dose must be reduced, the interval between doses
prolonged, or the drug discontinued.

o Adjust the dosing interval based on creatinine clearance.

¢ Xatmep

o Methotrexate can cause severe or fatal toxicities. Monitor closely
and modify dose or discontinue for the following toxicities: bone
marrow suppression, infection, renal, gastrointestinal, hepatic,
pulmonary, hypersensitivity and dermatologic.

o Methotrexate can cause embryo-fetal toxicity and fetal death. Use
in polyarticular juvenile idiopathic arthritis is contraindicated in
pregnancy. Consider the benefits and risks of Xatmep and risks to
the fetus when prescribing Xatmep to a pregnant patient with a
neoplastic disease. Advise patients to use effective contraception
during and after treatment with Xatmep.

e XROMI

o XROMI may cause severe myelosuppression. Do not give if bone
marrow function is markedly depressed. Monitor blood counts at
baseline and throughout treatment. Interrupt treatment and
reduce dose as necessary.

o Hydroxyurea is carcinogenic. Advise sun protection and monitor
patients for malignancies.

The following products have contraindications:(1-36)

Adlarity
o Known hypersensitivity to donepezil or to piperidine derivative
o History of allergic contact dermatitis with use of Adlarity

e ASPRUZYO Sprinkle

o Strong CYP3A inhibitors (e.g., ketoconazole, clarithromycin,
nelfinavir)

o CYP3Ainducers (e.g., rifampin, phenobarbital, St. John's wort)

o Livercirrhosis

e Baclofen
o Hypersensitivity to baclofen.
e Carafate

o known hypersensitivity reactions to the active substance or to any
of the excipients
e CaroSpir
o Hyperkalemia
o Addison’s disease
o Concomitant use of eplerenone
e Cimetidine oral solution
o hypersensitivity to the product
e Cuvposa
o Medical conditions that preclude anticholinergic therapy.
o Concomitant use of solid oral dosage forms of potassium chloride
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o Dartisla ODT
o Patients at risk for anticholinergic toxicity due to various
underlying medical conditions.
o Hypersensitivity to glycopyrrolate or the inactive ingredients
e Digoxin oral solution
o Known hypersensitivity to digoxin or other forms of digitalis
o Ventricular fibrillation

e Diuril
o Anuria
o Hypersensitivity to this product or to other sulfonamide-derived
drug
e Entresto

o Hypersensitivity to any component

o History of angioedema related to previous ACEi or ARB therapy

o Concomitant use with ACE inhibitors

o Concomitant use with aliskiren in patients with diabetes

Epaned

o Hypersensitivity related to previous treatment with an ACEI

o Hereditary or idiopathic angioedema

o Do not co-administer aliskiren in patients with diabetes

o In combination with a neprilysin inhibitor

Exservan

o Patients with a history of severe hypersensitivity reactions to
riluzole or to any of its components

famotidine powder for suspension

o Hypersensitivity to any component of these products. Cross
sensitivity in this class of compounds has been observed.
Therefore, Famotidine should not be administered to patients with
a history of hypersensitivity to other H2-receptor antagonists.

FLEQSUVY

o Hypersensitivity to baclofen.
Furosemide oral solution

o Anuria

o History of hypersensitivity to furosemide
Indocin, Indomethacin suppositories

o Known hypersensitivity (e.g., anaphylactic reactions and serious
skin reactions) to indomethacin or any components of the drug
product.

o History of asthma, urticaria, or other allergic-type reactions after
taking aspirin or other NSAIDs. Severe, sometimes fatal,
anaphylactic reactions to NSAIDs have been reported in such
patients.

o Inthe setting of coronary artery bypass graft (CABG) surgery.

o In patients with a history of proctitis or recent rectal bleeding.

e INZIRQO
o Anuria
o Hypersensitivity to hydrochlorothiazide or any ingredient in
INZIRQO
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o Hypersensitivity to sulfonamide-derived drugs
Jylamvo

o Pregnant patients with non-neoplastic diseases.

o History of severe hypersensitivity to methotrexate.
Katerzia

o Known sensitivity to amlodipine.
LIKMEZ

o Prior history of hypersensitivity to metronidazole or other
nitroimidazole derivatives.

o Patients who have used disulfiram within the last two weeks.

o Patients who consume alcohol or products containing propylene
glycol during and for at least three days after LIKMEZ therapy.

o Patients with Cockayne syndrome.

LYVISPAH

o Hypersensitivity to baclofen.

memantine oral solution

o Patients with known hypersensitivity to memantine hydrochloride
or to any excipients used in the formulation.

Nitrofurantoin

o Anuria, oliguria, or significant impairment of renal function
(creatinine clearance under 60 mL per minute or clinically
significant elevated serum creatinine) are contraindications.
Treatment of this type of patient carries an increased risk of
toxicity because of impaired excretion of the drug.

o Because of the possibility of hemolytic anemia due to immature
erythrocyte enzyme systems (glutathione instability), the drug is
contraindicated in pregnant patients at term (38-42 weeks
gestation), during labor and delivery, or when the onset of labor is
imminent. For the same reason, the drug is contraindicated in
neonates under one month of age.

Nizatidine

o Patients with known hypersensitivity to the drug. Because cross-
sensitivity in this class of compounds has been observed, H2-
receptor antagonists, including nizatidine, should not be
administered to patients with a history of hypersensitivity to other
H2-receptor antagonists.

Norligva

o Sensitivity to amlodipine.

0OZOBAX DS

o Hypersensitivity to baclofen.

Propranolol oral solution

o Cardiogenic shock.

o Sinus bradycardia and greater than first degree block.

o Bronchial asthma.

o In patients with known hypersensitivity to propranolol
hydrochloride.

Qbrelis
o Angioedema or a history of hereditary or idiopathic angioedema.
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o Hypersensitivity
o Co-administration of aliskiren with Qbrelis in patients with
diabetes.
o In combination with a neprilysin inhibitor.
o Raldesy
o Comcomitant use of monoamine oxidase inhibitors (MAOQIs), or
use within 14 days of stopping MAOlIs.
e Sotylize
o Baseline QT interval >450 msec.
o Sinus bradycardia, second or third degree AV block, sick sinus
syndrome Congenital or acquired long QT syndromes.
Serum potassium <4 mEq/L.
Cardiogenic shock, decompensated heart failure.
Bronchial asthma or related bronchospastic conditions.
Hypersensitivity to sotalol.
e SYNDROS
o Sensitivity to dronabinol or alcohol.
o History of hypersensitivity reaction to alcohol.
o Patients receiving, or have received, disulfiram- or metronidazole-
containing products within the past 14 days.
e Tiglutik
o Patients with a history of severe hypersensitivity reactions to
riluzole or to any of its components.
¢ Xatmep
o Pregnancy (patients with pJIA).
o Severe hypersensitivity to methotrexate.
e XROMI
o In patients who have demonstrated a previous hypersensitivity to
hydroxyurea or any other component of its formulation.
e ZYVOX
o Known hypersensitivity to linezolid or any of the other product
components.
o Patients taking any monoamine oxidase inhibitors (MAOI) or
within two weeks of taking an MAOI.

O O O O
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Number

Reference

7

Epaned prescribing information. Azurity Pharmaceuticals, Inc. March 2020.

famotidine for suspension prescribing information. Camber Pharmaceuticals, Inc. March
2023.

LIKMEZ prescribing information. Saptalis Pharmaceuticals LLC. July 2024.

Furosemide oral solution prescribing information. Morton Grove Pharmaceuticals, Inc.
January 2019.

11

Indocin suppositories prescribing information. Zyla Life Sciences US LLC. July 2023.

12

Carafate oral suspension prescribing information. Allergan, Inc. July 2023.

13

Katerzia prescribing information. Azuirty Pharmaceuticals, Inc. March 2020.

14

memantine oral solution prescribing information. Seton Pharmaceuticals. January 2024.

15

Jylamvo solution prescribing information. Lukare Medical. November 2022.

16

Nizatidine oral solution. Amneal Pharmaceuticals LLC. December 2022.

17

Nymalize prescribing information. Azurity Pharmaceuticals, Inc. March 2023.

18

Xatmep prescribing information. Silvergate Pharmaceuticals, Inc. March 2018.

19

Propranolol solution prescribing information. Hikma Pharmaceuticals USA, Inc. September
2023.

20

Qbrelis prescribing information. Azurity Pharmaceuticals, Inc. April 2023.

21

Riomet prescribing information. Sun pharmaceutical Industries, Inc. December 2018.

22

Sotylize prescribing information. Azurity Pharmaceuticals, Inc. January 2024.

23

SYNDROS prescribing information. Benuvia Therapeutics Inc. May 2024.

24

OXOBAX DS. Metacel Pharmaceuticals, LLC. October 2023.

25

Baclofen oral solution. Palmetto Pharmaceuticals Inc. March 2022.

26

ZYVOX prescribing information. Pharmacia & Upjohn Company LLC. June 2024.

27

Dartisla ODT prescribing information. Edenbridge Pharmaceuticals, LLC. December 2021.

28

Norligva prescribing information. CMP Pharma, Inc. Feb 2022.

29

Adlarity prescribing information. Corium, Inc. February 2023.

30

ASPRUZYO prescribing information. Sun Pharmaceutical Industries Ltd. March 2022.

31

FLEQSUVY prescribing information. Azurity Pharmaceuticals, Inc. May 2024.

32

Exservan prescribing information. Mitsubishi Tanabe Pharma America, Inc. December 2022.

33

Tiglutik prescribing information. ITF Pharma, Inc. February 2024.

34

Nitrofurantoin Oral Suspension prescribing information. Rising pharmaceuticals. June 2023.

35

LYVISPAH prescribing information. Amneal Pharmaceuticals LLC. April 2023.

36

XROMI prescribing information. Nova laboratories, Itd. December 2024.

37

Raldesy Prescribing Information. Validus Pharmaceuticals, LLC. February 2025.

38

INZIRQO prescribing information. ANI Pharmaceuticals, Inc. January 2025.
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PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module |[Clinical Criteria for Approval

Target Agent(s) will be approved when BOTH of the following are met:

1. ONE of the following:
A.  The patient is 12 years of age or younger OR
B.  There is support for why the patient is unable to use a solid dosage form (e.qg.,
difficulty swallowing tablets or capsules) AND
2. The patient does NOT have any FDA labeled contraindications to the requested agent

Length of Approval: 12 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL
Module Clinical Criteria for Approval

Universal |Quantity limit for the Target Agent(s) will be approved when ONE of the following is met:
QL

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. The requested quantity (dose) exceeds the program quantity limit AND ONE of
the following:
A. BOTH of the following:
1. Therequested agent does NOT have a maximum FDA labeled
dose for the requested indication AND
2. There is support for therapy with a higher dose for the requested
indication OR
B. BOTH of the following:
1. The requested quantity (dose) does NOT exceed the maximum
FDA labeled dose for the requested indication AND
2. There is support for why the requested quantity (dose) cannot be
achieved with a lower quantity of a higher strength that does NOT
exceed the program quantity limit OR
C. BOTH of the following:
1. The requested quantity (dose) exceeds the maximum FDA labeled
dose for the requested indication AND
2. There is support for therapy with a higher dose for the requested
indication

Length of Approval: up to 12 months
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Amantadine Extended Release

Prior Authorization with Quantity Limit

FDA APPROVED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#

Gocovri® Treatment of dyskinesia in patients with Parkinson'’s disease 1
receiving levodopa-based therapy, with or without
(amantadine ER)  |concomitant dopaminergic medications

Extended-release

capsule

Adjunctive treatment to levodopa/carbidopa in patients with

Parkinson’s disease experiencing “off” episodes
Osmolex ER® Treatment of: 3
(amantadine ER) e Parkinson’s disease

e Drug-induced extrapyramidal reactions in adult

Extended-release patients
tablet

CLINICAL RATIONALE

Parkinson’s Disease Parkinson’s disease (PD) is a chronic, progressive, neurodegenerative disorder
resulting from the loss of dopamine-producing cells of the substantia

nigra.(5) The four primary symptoms of PD are tremor, or trembling in hands,
arms, legs, jaw, and face; rigidity, or stiffness of the limbs and trunk;
bradykinesia, or slowness of movement; and postural instability, or impaired
balance and coordination.(2,5) Other symptoms may include depression and
other emotional changes; difficulty swallowing, chewing, and speaking; urinary
problems or constipation; skin problems; and sleep disruptions.(2,5) There are
currently no blood or laboratory tests that have been proven to help in diagnosing
PD. Therefore, diagnosis is based on medical history and neurological
examinations. The disease is difficult to accurately diagnose, thus doctors may
request (and sometimes repeat) brain scans or laboratory tests in order to rule
out other diseases.(7) However, noninvasive diagnostic imaging, such as
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positron emission tomography (PET) can support a doctor's diagnosis.
Conventional methods for diagnosis include the following:(11)

e The presence of two of the three primary symptoms

e The absence of other neurological signs upon examination

¢ No history of other possible causes of parkinsonism, such as the use of
tranquilizer medications, head trauma or stroke

¢ Responsiveness to Parkinson's medications, such as levodopa

Management of PD requires consideration of patient’s symptoms, age, stage of
disease, degree of functional disability, and level of physical activity and
production. A comprehensive care plan should be in place, as agreed to by the
person, their family members, and specialist and secondary healthcare
providers.(5) Treatment of early stage PD typically includes levodopa, dopamine
agonists (e.g., bromocriptine, pramipexole, ropinirole, rotigotine), and
monoamine oxidase B inhibitors (MAO-B; e.g., rasagiline, selegiline). Treatment
as PD advances includes additional agents such as anticholinergic agents,
catechol-O-methyltransferase (COMT) inhibitors, and amantadine.(2,4,5)

Levodopa is converted into dopamine by the body, and therefore helps to replace
the dopamine that is lost as part of PD. It is currently the first choice (and thus
the most commonly prescribed) treatment for the motor symptoms of

PD.(4,5) Dopamine agonists mimic the role of dopamine in the brain but aren’t as
effective as levodopa, thus typically reserved for those whose motor symptoms
do not impact quality of life. Dopamine agonists may be employed as either
monotherapy in early PD or in combination with other antiparkinsonian drugs for
the treatment of more advanced disease.(4,5) MAO-B inhibitors block an enzyme
that metabolizes dopamine, thereby increasing the amount of dopamine
available in the brain. MAO-B inhibitors are typically added as adjunct to
levodopa if motor fluctuations develop despite optimal levodopa therapy, and/or
if dyskinesia has developed.(5,7)

Although initially effective, dopaminergic therapies are eventually complicated by
the development of motor complications such as motor fluctuations and
dyskinesia. Motor fluctuations include “on” and “off” states, where patients
experience periods of when the medication wears off and the PD symptoms
reappear. “Wearing off”, characterized by reemergence of symptoms near the
end of the dose interval, is the first and most commonly encountered motor
fluctuation in patients with PD. Dyskinesia is defined as drug-induced involuntary
movements including chorea and dystonia. Motor complications are usually
addressed with levodopa adjustments and the addition of adjunctive
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medications. Motor fluctuations and dyskinesia can be resistant to medical
therapy.(8)

Amantadine increases dopamine release and inhibits dopamine uptake.
Amantadine may be considered for patients with dyskinesias not adequately
managed by modifying existing therapy.(5) Amantadine also has shown
additional benefit in reducing “off” time.(8,9) Until there is a comparison between
ER formulations of amantadine and generic amantadine, it is uncertain whether
the potential benefits justify the cost.(10)

Efficacy

Amantadine for the treatment of dyskinesia in patients with PD was assessed in
two randomized, double-blind, placebo-controlled efficacy trials. In both studies,
the primary efficacy endpoint was the change in total score of the Unified
Dyskinesia Rating Scale (UDysRS) between baseline and Week 12. In both
studies, a significant decrease in mean UDysRS total score (reduction in
dyskinesia) was observed at Week 12 compared to placebo.(1) The effect of
amantadine IR formulation on dyskinesias has been examined in multiple small
studies. In a 6-week, placebo-controlled, double-blind, crossover study, PD
patients (n=18) receiving amantadine IR (average dose of 350 mg/day) had
around a 60% reduction in dyskinesia compared with placebo.(6) The authors
conducted a follow-up study and found that 13 of 17 patients originally treated in
the short-term study had a 56% reduction in dyskinesia scores at 1 year.(7)

In a randomized, double-blind, placebo-controlled trial, 126 patients with
levodopa-induced dyskinesia were randomly assigned to ER amantadine (274 mg
capsule at bedtime) or placebo. At 12 weeks compared with placebo, the active
drug reduced the duration, severity, and impact of dyskinesia as measured by the
UDysRS. In addition, treatment with the active drug reduced mean "off" time by
0.6 hours, while mean "off" time increased 0.3 hours with placebo. The most
common significant adverse effects were mild and reversible visual
hallucinations.(8) A subsequent trial with 77 patients reported similar results at
12 weeks, demonstrating reduced severity of dyskinesia and reduced mean "off"
time by 0.5 hours, while mean "off" time increased 0.6 hours with placebo.(9)

Safety

Gocovri and Osmolex ER are both contraindicated in patients with end-stage
renal disease (i.e., creatinine clearance below 15 mL/min/1.73 m?).(1,3)
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REFERENCES

Number

Reference

Gocovri prescribing information. Adamas Pharma, LLC. January 2021.

National Institute of Neurological Disorders and Stroke. Parkinson’s Disease Information Page.
Updated April 2020. Available at: www.ninds.nih.gov/Disorders/All-Disorders/Parkinsons-Disease-
Information-Page.

Osmolex ER prescribing information. Vertical Pharmaceuticals LLC. March 2021.

Fox SH, Katzenschlager R, Lim SY, et al. International Parkinson and Movement Disorder Society
Evidence-Based Medicine Review: Update on Treatments for the Motor Symptoms of Parkinson'’s
Disease. Mov Disord. 2018 Aug;33(8):1248-1266.

National Institute for Health and Care Excellence (NICE). Guideline on Parkinson’s Disease in Adults
(NG71). July 2017. Available at: https://www.nice.org.uk/guidance/ng71.

Verhagen Metman L, Del Dotto P, van den Munckhof P, Fang J, Mouradian MM, Chase TN.
Amantadine as Treatment for Dyskinesias and Motor Fluctuations in Parkinson’s
Disease. Neurology. 1998;50(5):1323-1326.

Verhagen Metman L, Del Dotto P, LePoole K, Konitsiotis S, Fang J, Chase TN. Amantadine for
Levodopa-Induced Dyskinesias: A 1-Year Follow-Up Study. Arch Neurol. 1999;56:1383-1386.

Pahwa R, Tanner CM, Hauser RA, et al. ADS-5102 (Amantadine) Extended-Release Capsules for
Levodopa-Induced Dyskinesia in Parkinson Disease (EASE-LID Study). JAMA Neurol. 2017
Aug;74(8):941-949.

Oertel W, Eggert K, Pahwa R, et al. Randomized, Placebo-Controlled Trial of ADS-5102 (Amantadine)
Extended-Release Capsules for Levodopa-Induced Dysinesia in Parkinson’s Disease (EASE-LID-3).
Mov Disord. 2017 Dec;32(12):1701-1709.

10

Shukla AW. Extended-Release Amantadine — A Smart Pill for Treatment of Levodopa-Induced
Dyskinesia but Does the Evidence Justify the Cost? JAMA Neurol. 2017;74(8):904-905.

11

American Association of Neurological Surgeons. Parkinson’s Disease. Updated 2022. Available at:
https://www.aans.org/en/Patients/Neurosurgical-Conditions-and-Treatments/Parkinsons-Disease.
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PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Initial Evaluation
Target Agent(s) will be approved when ALL of the following are met:

1. ONE of the following:
A.  Therequested agent is Gocovri AND ALL of the following:
1. The patient has a diagnosis of Parkinson’s disease AND
2. ONE of the following:
A. The requested agent will be used for the treatment of dyskinesia OR
B. The requested agent will be used for the adjunctive treatment in
patients experiencing “off” episodes AND
3. BOTH of the following:
A. The patient is currently treated with levodopa-based therapy AND
B. The patient will continue levodopa-based therapy in combination with
the requested agent OR
B. Therequested agent is Osmolex ER AND ONE of the following:
1. The patient has a diagnosis of Parkinson’s disease OR
2. The patient has a diagnosis of drug-induced extrapyramidal reactions AND the
prescriber has assessed and adjusted, if applicable, any medications known to
cause extrapyramidal symptoms OR
C. The patient has another FDA approved indication for the requested agent AND
2. If the patient has an FDA approved indication, then ONE of the following:
A.  The patient’s age is within FDA labeling for the requested indication for the requested
agent OR
B.  The prescriber has provided information in support of using the requested agent for
the patient’s age for the requested indication AND
3. ONE of the following:
A.  The patient has tried and had an inadequate response to immediate release
amantadine OR
B. The patient has an intolerance or hypersensitivity to immediate release amantadine
that is not expected to occur with the requested agent OR
C. The patient has an FDA labeled contraindication to immediate release amantadine that
is not expected to occur with the requested agent AND
4. The prescriber is a specialist in the area of the patient’s diagnosis (e.g., neurologist) or the
prescriber has consulted with a specialist in the area of the patient’s diagnosis AND
5. The patient does NOT have any FDA labeled contraindications to the requested agent

Length of Approval: 12 months
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Module

Clinical Criteria for Approval

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

Renewal Evaluation
Target Agent(s) will be approved when ALL of the following are met:

1. The patient has been previously approved for the requested agent through the plan’s Prior
Authorization process AND

2. If the requested agent is Gocovri, the patient will be using levodopa-based therapy in
combination with the requested agent AND

3. The patient has had clinical benefit with the requested agent AND

4. The prescriber is a specialist in the area of the patient’s diagnosis (e.g., neurologist) or the
prescriber has consulted with a specialist in the area of the patient’s diagnosis AND

5. The patient does NOT have any FDA labeled contraindications to the requested agent

Length of Approval: 12 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval
QL with |Quantity Limit for the Target Agent(s) will be approved when ONE of the following is met:
PA

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. ALL of the following:
A.  Therequested quantity (dose) exceeds the program quantity limit AND
B.  Therequested quantity (dose) does NOT exceed the maximum FDA labeled dose for
the requested indication AND
C. Therequested quantity (dose) cannot be achieved with a lower quantity of a higher
strength that does NOT exceed the program quantity limit OR
3. ALL of the following:
A.  The requested quantity (dose) exceeds the program quantity limit AND
B. Therequested quantity (dose) exceeds the maximum FDA labeled dose for the
requested indication AND
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Module Clinical Criteria for Approval

C. The prescriber has provided information in support of therapy with a higher dose for
the requested indication

Length of Approval: 12 months
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Amifampridine

Prior Authorization with Quantity Limit

FDA LABELED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#

(amifampridine)

Tablet

Firdapse® Treatment of Lambert-Eaton myasthenic syndrome (LEMS) in 1
adults and pediatric patients 6 years of age and older

CLINICAL RATIONALE

Lambert-Eaton myasthenic
syndrome

Lambert-Eaton myasthenic syndrome (LEMS) is a rare autoimmune disorder
characterized by the gradual onset of muscle weakness, especially of the pelvic
and thigh muscles. Approximately 60 percent of LEMS cases are associated with
a small cell lung cancer (SCLC), and the onset of LEMS symptoms often
precedes the detection of the cancer. The LEMS patients with cancer tend to be
older and nearly always have a long history of smoking. In cases in which there is
no associated cancer, disease onset can be at any age.(3)

LEMS may affect the patient’s ability to engage in strenuous exercise and may
make such activities as climbing stairs or walking up a steep walkway difficult.
Onset is gradual, typically taking place over several weeks to many months.
There is often a progression of symptoms whereby the shoulder muscles,
muscles of the feet and hands, speech and swallowing muscles and eye muscles
are affected in a stepwise fashion. The symptoms progress more quickly when
LEMS is associated with cancer. Most LEMS patients also exhibit the following
autonomic symptoms: dry mouth, constipation, impotence, and decreased
sweating. LEMS patients with or without cancer may also undergo significant
weight loss. The tendon reflexes are diminished or absent on examination. In
summary, LEMS is often described as a clinical “triad” of proximal muscle
weakness, autonomic symptoms and reduced tendon reflexes.(3)

LEMS occurs because autoantibodies damage the “voltage-gated calcium
channels (VGCC)” on the motor nerve membrane at the neuromuscular junction.
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These channels normally conduct calcium into the nerve resulting in release of
acetylcholine. Acetylcholine helps in the communication between nerve cells and
muscles and is one of a group of chemicals known as neurotransmitters, which
help to transmit nerve impulses. The autoantibodies attack the VGCC resulting in
less acetylcholine release. In LEMS cases associated with cancer, it is believed
that autoantibodies created against the VGCC on the small-cell lung tumor
damage the VGCC on the nerve. It is unknown what causes autoantibody
production in cases not associated with cancer.(3)

A differential diagnosis of LEMS must be determined due to its similarities in
presentation to myasthenia gravis. Diagnosis of LEMS is based on clinical signs
and symptoms, electrophysiological studies, and antibody testing. LEMS can be
diagnosed when the patient is positive for antibodies against voltage-gated
calcium channels (VGCC) unlike myasthenia gravis which as anti-acetylcholine
receptor (AChR) and anti-muscle-specific tyrosine kinase (MuSK)

antibodies.(4) The triad of electrophysiologic abnormalities in LEMS consists of
the following:

o Diffusely reduced motor amplitudes on motor nerve conduction studies,
often less than 50% of the laboratory’s lower limits of normal

o Decrement with low-frequency stimulation; as opposed to myasthenia
gravis, where the decrement is usually maximal at the fourth or fifth
stimulation in the train, in LEMS the maximal decrement may occur later
in the train

e Increment with high-frequency stimulation or facilitation after 10
seconds of maximal voluntary contraction. Increments of more than
100% are very suggestive for LEMS but not specific for LEMS and occur
in some cases of botulism and myasthenia gravis

The most effective symptomatic treatment in LEMS is 3,4-diaminopyridine (3,4-
DAP), also known as amifampridine. Through blocking voltage-gated potassium
channels,3,4-DAP prolongs nerve terminal depolarization and increases
acetylcholine release. In theory, pyridostigmine should be synergistic with 3,4-
DAP but many patients with LEMS have no benefit from pyridostigmine either on
its own or in combination with 3,4-DAP.(4)

Efficacy

The mechanism by which Firdapse (amifampridine) exerts its therapeutic effect
in LEMS patients has not been fully elucidated. Amifampridine is a broad-
spectrum potassium channel blocker.

The efficacy of Firdapse for the treatment of LEMS was demonstrated in two
randomized, double-blind, placebo-controlled discontinuation studies. A total of
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64 adults with LEMS (confirmed by either neurophysiology studies or a positive
anti-P/Q type voltage-gated calcium channel antibody test. Patients were
required to be on an adequate and stable dosage (30 to 80 mg daily) of
amifampridine prior to entering the randomized discontinuation phases of both
studies.(1)

The two co-primary measures of efficacy in both studies were the change from
baseline to the end of the discontinuation period in the Quantitative Myasthenia
Gravis (QMG) score and in the Subject Global Impression (SGI) score. The QMG
is a 13-item physician-rated categorical scale assessing muscle weakness. Each
item is assessed on a 4-point scale, where a score of 0 represents no weakness,
and a score of 3 represents severe weakness. Higher scores represent greater
impairment. The SGl is a 7-point scale on which patients rated their global
impression of the effects of the study treatment on their physical well-being.
Lower scores on the SGI represent lower perceived benefit with the study
treatment.(1)

A key secondary efficacy endpoint was the clinical global impression
improvement (CGI-l) score, a 7-point scale on which the treating physician rated
the global impression of change in clinical symptoms. A higher CGI-I score
indicates a perceived worsening of clinical symptoms.(1)

Safety

o Firdapse is contraindicated in patients with:
o Ahistory of seizures
o A hypersensitivity to amifampridine or another aminopyridine(1)

REFERENCES

Number

Reference

—

Firdapse Prescribing Information. Catalyst Pharmaceuticals. May 2023.

2

Reference no longer used.

3

National Organization for Rare Disorders (NORD). Rare Disease Database. Lambert-Eaton Myasthenic
Syndrome.

4

Nicolle MW. Myasthenia Gravis and Lambert-Eaton Myasthenic Syndrome. Continuum (Minneap Minn)
2016;22(6): 1978-2005.
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PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Initial Evaluation

Target Agent(s) will be approved when ALL of the following are met:

1.

>

The prescriber has provided information supporting that the patient has a diagnosis of
Lambert Eaton myasthenic syndrome (LEMS) confirmed by at least ONE of the following:
(medical records required)
A.  Decreased amplitude of compound muscle action potential (CMAP) to a single
supramaximal stimulus OR
B.  Positive antibody test against voltage-gated calcium channels (VGCC) AND
If the patient has an FDA approved indication, ONE of the following:
A.  The patient’s age is within FDA labeling for the requested indication for the requested
agent OR
B.  The prescriber has provided information in support of using the requested agent for
the patient’s age for the requested indication AND
The patient has weakness that interferes with normal function AND
The patient does NOT have a history of seizures AND
The prescriber is a specialist in the area of the patient’s diagnosis (e.g., neurologist) or the
prescriber has consulted with a specialist in the area of the patient’s diagnosis AND
The patient does NOT have any FDA labeled contraindications to the requested agent

Length of Approval: 6 months

Note: If Quantity Limit applies, please see Quantity Limit criteria

Renewal Evaluation

Target Agent(s) will be approved when ALL of the following are met:

1.

The patient has been previously approved for an amifampridine containing agent through the
plan’s Prior Authorization process AND

The patient has had clinical benefit with an amifampridine containing agent [e.g., improved
weakness, improved fatigue, improvement in activities of daily living (ADLs)] AND

The patient has not developed a history of seizures while using the requested medication AND
The prescriber is a specialist in the area of the patient’s diagnosis (e.g., neurologist) or the
prescriber has consulted with a specialist in the area of the patient’s diagnosis AND
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Module

Clinical Criteria for Approval

5. The patient does NOT have any FDA labeled contraindications to the requested agent
Length of Approval: 12 months

Note: If Quantity Limit applies, please see Quantity Limit criteria

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval
QL with |Quantity Limits for the Target Agent(s) will be approved when the requested quantity (dose) does
PA NOT exceed the program quantity limit

Length of Approval: 6 months for initial 12 months for renewal
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Ampyra (dalfampridine)

Prior Authorization with Quantity Limit

FDA APPROVED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#

(dalfampridine)

Tablet

Ampyra®* To improve walking in adult patients with multiple sclerosis *generic equivalent
(MS). This was demonstrated by an increase in walking speed |available

—_—

CLINICAL RATIONALE

Multiple Sclerosis

Multiple sclerosis (MS) is a disorder of the central nervous system (CNS)
characterized by demyelization, inflammation, and degenerative changes. Most
people with MS experience relapses and remissions of neurological symptoms,
particularly early in the disease, and clinical events are usually associated with
areas of CNS inflammation. Gradual worsening or progression, with or without
subsequent acute attacks of inflammation or radiological activity, may take place
early, but usually becomes more prominent over time. While traditionally viewed
as a disease solely of CNS white matter, more advanced imaging techniques
have demonstrated significant early and ongoing CNS gray matter damage as
well.(2)

Those diagnosed with MS may have many fluctuating and disabling symptoms
(including, but not limited to, fatigue, pain, bladder and bowel issues, sexual
dysfunction, movement and coordination problems, visual disturbances, and
cognition and emotional changes.(8) There are currently four major types of MS:
clinically isolated syndrome (CIS), relapsing-remitting MS (RRMS), primary
progressive MS (PPMS), and secondary progressive MS (SPMS).(2)

Many patients with MS develop gait impairment, and some eventually require a
cane or wheelchair. Gait impairment in MS can result from a multitude of issues
such as spasticity, weakness, fatigue, sensory loss, visual loss, and vestibular
dysfunction. Leg weakness and spasticity can result from MS lesions in the
descending motor tracts of the brain and spinal cord. Ambulatory imbalance can
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be caused by lesions involving the cerebellar pathways. The International
Symposium on Gait and balance in Multiple Sclerosis states that the causes of
gait and balance dysfunction in patients with MS are multifactorial and therefore
may benefit from a wide range of interventions. Evidence based
recommendations from the 2" International Symposium included balance
rehabilitation, self-management, medications, functional electrical stimulation,
robotics, sensory augmentation, gait training with error feedback, and fall
prevention.(7)

There is ample evidence to support the benefits of ongoing treatment for the
majority of people with multiple sclerosis, there may be some situations in which
clinicians and their patients might consider stopping treatment. Although
freedom from subsequent relapse is impossible to guarantee, treatment
cessation may be considered in patients who:(2)

e Areover 60 years of age

e Have experienced a progressive disease course for five years or longer

e Have no accumulating T2 lesions or gadolinium enhancing lesions on
MRI of the brain or spinal cord after a period of observation over several
years.

Earlier discontinuation, particularly in patients with active disease, may lead to
increased disease activity. Clinical and MRI monitoring for recurrent disease
activity is clearly warranted in those patients.(2)

Efficacy

The effectiveness of Ampyra (dalfampridine) was studied in two adequate and
well controlled trials involving 540 patients. Patients in these two clinical trials
had a mean Kurtzke Expanded Disability Status Scale (EDSS) score of 6. Patient
inclusion criteria in both trials included the ability to walk 25 feet in 8 to 45
seconds at baseline. Both trials used a responder analysis as the primary
endpoint. Responders were defined as patients who achieved faster walking
speeds (measured by a timed 25-foot walk in seconds) in at least three of four
visits during the study period compared to their fastest speed during the off-
treatment period.(1) A retrospective analysis of a previous trial indicated that
treatment responders experienced a 25% improvement in walking speed
compared to baseline.(3)

An FDA analysis using the entire study group (not just responders) found that
neither trial demonstrated statistically significant differences in change in
walking speed at visit 6 compared to baseline or average walking speed during
the treatment phase of the trial. The FDA calculated that changes in walking
speed would improve the 25 foot walk time for dalfampridine patients compared
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to placebo by 0.88 seconds and 0.5 seconds in trials MS-F203 and MS-F204,
respectively. FDA analyses found that there was no significant difference
between groups in either trial for the SGI score.(4) SGI is a measurement of
patient perceived improvement of disease. The FDA analysis did not compare
differences in walking endpoints or SGI for the responder group compared to
placebo.

Evidence is lacking on how to identify patients that are likely to respond to
dalfampridine without a trial of the drug. Dalfampridine is approved to improve
walking speed in patients with MS and has not been shown to be effective in
improving strength in other neurologic conditions (spinal cord injury, etc.).
Evidence supports criteria similar to that used in Phase 3 clinical trials which
includes patients diagnosed with MS who have difficulty walking as defined by a
timed 25 foot walk between 8 and 45 seconds.(5) The Kurtzke Expanded
Disability Status Scale (EDSS) quantifies the level of functioning that is used by
health care providers diagnosing MS. The EDSS provides a total score on a scale
that ranges from 0 to 10. EDSS 1.0 to 4.5 refer to patients with a high degree of
ambulatory ability and subsequent levels 5.0 to 9.5 refer to the loss of
ambulatory ability. An EDSS score of 7 indicates the patient is unable to walk
beyond 5 meters even with aid, essentially restricted to wheelchair.(6)

Safety Ampyra is contraindicated in:(1)
. Patients who have a history of seizures
. Patients with moderate to severe renal impairment (CrCl less
than 50 mL/min)
. Patients with a hypersensitivity to dalfampridine or 4-
aminopyridine.
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PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Initial Evaluation
Target Agent(s) will be approved when ALL of the following are met:

1. ONE of the following:
A.  The patient has a diagnosis of multiple sclerosis (MS) AND ALL of the following:
1. ONE of the following:

A. The patient will be using a disease modifying agent for the treatment of
MS (e.g., Aubagio, Avonex, Bafiertam, Betaseron, Briumvi, Copaxone,
Extavia, Gilenya, Glatopa, Kesimpta, Lemtrada, Mavenclad, Mayzent,
Ocrevus, Plegridy, Ponvory, Rebif, Rituxan, Tascenso ODT, Tecfidera,
Tysabri, Vumerity, Zeposia) in combination with the requested agent OR

B. The patient has an intolerance, hypersensitivity, or FDA labeled
contraindication to ALL disease modifying agent drug classes used for
the treatment of MS (see MS disease modifying agents drug class
table) AND



http://www.accessdata.fda.gov/drugsatfda_docs/nda/2010/022250s000_MedR.pdf
https://www.va.gov/MS/Professionals/diagnosis/Kurtzke_Expanded_Disability_Status_Scale.asp.%20Accessed%20November%202018
https://www.va.gov/MS/Professionals/diagnosis/Kurtzke_Expanded_Disability_Status_Scale.asp.%20Accessed%20November%202018
https://www.msif.org/about-ms/symptoms-of-ms/
https://www.msif.org/about-ms/symptoms-of-ms/
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Module

Clinical Criteria for Approval

2. Information has been provided that the patient has significant limitations
attributable to slow ambulation AND
3. The patient is ambulatory with a baseline (prior to therapy with the requested
agent) timed 25-foot walk of 8 to 45 seconds AND
4. Information has been provided that the patient has a current EDSS score less
than 7 OR
B.  The patient has another FDA approved indication for the requested agent and route of
administration AND
2. ONE of the following:
A.  The patient’s age is within FDA labeling for the requested indication for the requested
agent OR
B.  The prescriber has provided information in support of using the requested agent for
the patient’s age AND
3. The prescriber is a specialist in the area of the patient’s diagnosis (e.g., neurologist) or the
prescriber has consulted with a specialist in the area of the patient’s diagnosis AND
4. The patient does NOT have any FDA labeled contraindications to the requested agent AND
5. If the requested agent is for one of the following brand agents with an available generic
equivalent (listed below), then ONE of the following:
A.  The patient has an intolerance or hypersensitivity to the generic equivalent that is not
expected to occur with the brand agent OR
B. The patient has an FDA labeled contraindication to the generic equivalent that is not
expected to occur with the brand agent OR
C. The prescriber has provided information to support the use of the requested brand
agent over the generic equivalent

Brand Generic Equivalent

Ampyra dalfampridine

Length of Approval: 6 months for MS and 12 months for another FDA approved diagnosis

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

Renewal Evaluation
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Module

Clinical Criteria for Approval

Target Agent(s) will be approved when ALL of the following are met:

1. The patient has been previously approved for the requested agent through the plan’s Prior
Authorization Review process AND
2. ONE of the following:
A.  The patient has a diagnosis of multiple sclerosis (MS) AND ALL of the following:

1. Information has been provided that the patient has had stabilization or
improvement from baseline (before treatment with requested agent) in timed
walking speed or EDSS score with the requested agent AND

2. The patient is ambulatory AND

3. Information has been provided that the patient has a current EDSS score of
less than 7 AND

4. ONE of the following:

A. BOTH of the following:
1.  The patient is currently treated with a disease modifying agent
for the treatment of MS (e.g., Aubagio, Avonex, Bafiertam,
Betaseron, Briumvi, Copaxone, Extavia, Gilenya, Glatopa,
Kesimpta, Lemtrada, Mavenclad, Mayzent, Ocrevus, Plegridy,
Ponvory, Rebif, Rituxan, Tascenso ODT, Tecfidera, Tysabri,
Vumerity, Zeposia) AND
2. The patient will continue a disease modifying agent for the
treatment of MS in combination with the requested agent OR
B. The patient has an intolerance, hypersensitivity, or FDA labeled
contraindication to ALL disease modifying agent drug classes used for
the treatment of MS (see MS disease modifying agents drug class
table) OR
B.  The patient has another FDA approved indication for the requested agent AND has had
stabilization or clinical improvement with the requested agent AND
3. The prescriber is a specialist in the area of the patient’s diagnosis (e.g., neurologist) or the
prescriber has consulted with a specialist in the area of the patient’s diagnosis AND
4. The patient does NOT have any FDA labeled contraindications to the requested agent AND
5. If the request is for one of the following brand agents with an available generic equivalent
(listed below), then ONE of the following:
A. The patient has an intolerance or hypersensitivity to the generic equivalent that is not
expected to occur with the brand agent OR
B. The patient has an FDA labeled contraindication to the generic equivalent that is not
expected to occur with the brand agent OR
C. The prescriber has provided information to support the use of the requested brand
agent over the generic equivalent
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Module |Clinical Criteria for Approval

Brand Generic Equivalent
Ampyra dalfampridine

Length of Approval: 12 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval

QL with |Quantity Limit for the Target Agent(s) will be approved when ONE of the following is met:
PA

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. ALL of the following
A.  The requested quantity (dose) exceeds the program quantity limit AND
B.  The requested quantity (dose) does NOT exceed the maximum FDA labeled
dose for the requested indication AND
C. Therequested quantity (dose) cannot be achieved with a lower quantity of a
higher strength that does not exceed the program quantity limit

Length of Approval: Initial: 6 months for MS and 12 months for another FDA approved
diagnosis. Renewal: 12 months
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Androgens and Anabolic Steroids

Prior Authorization with Quantity Limit

FDA LABELED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#

Androderm® |For replacement therapy in adult males for conditions 1
associated with a deficiency or absence of endogenous
(testosterone) |testosterone

Transdermal  |Primary hypogonadism (congenital or acquired): testicular
patch system |failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation.

Limitations of use:

o Safety and efficacy in men with “age-related
hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established

o Safety and efficacy in males less than 18 years old have
not been established

AndroGel® For replacement therapy in adult males for conditions *generic available |2,3
associated with a deficiency or absence of endogenous
(testosterone)* |testosterone

Gel Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation.

Limitations of use:
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Agent(s)

FDA Indication(s)

Notes

Ref#

o Safety and efficacy in men with “age-related
hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established

o Safety and efficacy in males less than 18 years old have
not been established

Aveed®

(testosterone
undecanoate)

Injection

Testosterone replacement therapy in adult males for conditions
associated with a deficiency or absence of endogenous
testosterone:

Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter's syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals

Hypogonadotropic hypogonadism (congenital or acquired):
idiopathic gonadotropin or luteinizing hormone-releasing
hormone (LHRH) deficiency or pituitary-hypothalamic injury from
tumors, trauma, or radiation

Limitations of use:

o Safety and efficacy in men with “age-related
hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established

o Safety and efficacy in males less than 18 years old have
not been established

20

Azmiro™

(testosterone
cypionate)

Intramuscular
injection
solution

For testosterone replacement therapy in males in conditions
associated with a deficiency or absence of endogenous
testosterone:

e Primary hypogonadism (congenital or
acquired): testicular failure due to cryptorchidism,
bilateral torsion, orchitis, vanishing testis syndrome; or
orchiectomy, Klinefelter's syndrome, chemotherapy, or
toxic damage from alcohol or heavy metals

e Hypogonadotropic hypogonadism (congenital or
acquired): gonadotropin or luteinizing hormone-releasing
hormone (LHRH) deficiency, or pituitary-hypothalamic
injury from tumors, trauma, or radiation

Limitations of use:

13
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Agent(s)

FDA Indication(s)

Notes

Ref#

o Safety and efficacy in men with “age-related
hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established

o Safety and efficacy in pediatric patients below the age of
12 years have not been established

danazol*

Capsule

Endometriosis amenable to hormone management

Prevention of attacks of angioedema of all types (cutaneous,
abdominal, laryngeal) in males and females

*generic available

Depo-
Testosterone®

(testosterone
cypionate)*

Injection

For replacement therapy in the male in conditions associated
with symptoms of deficiency or absence of endogenous
testosterone:

Primary hypogonadism (congenital or acquired) - testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome; or orchiectomy.

Hypogonadotropic hypogonadism (congenital or acquired) -
idiopathic gonadotropin or LHRH deficiency, or pituitary-
hypothalamic injury from tumors, trauma, or radiation.

Limitations of use:
o Safety and efficacy in men with “age-related

hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established

*generic available

Fortesta®
(testosterone)*

Gel

For replacement therapy in adult males for conditions
associated with a deficiency or absence of endogenous
testosterone

Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation.

Limitations of use:

*generic
available
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Agent(s)

FDA Indication(s)

Notes

Ref#

o Safety and efficacy in men with “age-related
hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established

o Safety and efficacy in males less than 18 years old have
not been established

Jatenzo®

(testosterone
undecanoate)

Capsule

Testosterone replacement therapy in adult males for conditions
associated with a deficiency or absence of endogenous
testosterone:

Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation

Limitations of use:

o Safety and efficacy in males less than 18 years old have
not been established.

12

Kyzatrex®,
Undecatrex™

(testosterone
undecanoate)

Capsules

Testosterone replacement therapy in adult males for conditions
associated with a deficiency or absence of endogenous
testosterone:

Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy

metals. These men usually have low serum testosterone
concentrations and gonadotropins (follicle stimulating hormone
(FSH), luteinizing hormone (LH)) above the normal range

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation. These men have low serum testosterone
concentrations but have gonadotropins in the normal or low
range.

Limitations of use:

7,43
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Agent(s)

FDA Indication(s)

Notes

Ref#

o Safety and efficacy in males less than 18 years old have
not been established.

Methitest®

(methyltestost
erone)

Tablet

Primary hypogonadism (congenital or acquired) - testicular
failure due to cryptorchidism, bilateral torsions, orchitis,
vanishing testis syndrome; or orchiectomy

Hypogonadotropic hypogonadism (congenital or acquired) -
idiopathic gonadotropin or LHRH deficiency, or pituitary
hypothalamic injury from tumors, trauma, or radiation
Delayed puberty in males
Palliative treatment of breast cancer in women
Limitation of use:

o Safety and efficacy of methyltestosterone in men with

"age-related hypogonadism" (also referred to as "late-
onset hypogonadism") have not been established.

11

Methyltestoste
rone

Capsule

Primary hypogonadism (congenital or acquired) - testicular
failure due to cryptorchidism, bilateral torsions, orchitis,
vanishing testis syndrome; or orchiectomy

Hypogonadotropic hypogonadism (congenital or acquired) -
idiopathic gonadotropin or LHRH deficiency, or pituitary
hypothalamic injury from tumors, trauma, or radiation

Delayed puberty in males

Palliative treatment of breast cancer in women

10

Natesto®
(testosterone)
Nasal gel

metered-dose
pump

For replacement therapy in adult males for conditions
associated with a deficiency or absence of endogenous
testosterone

Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
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Agent(s) FDA Indication(s) Notes Ref#
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation.
Limitations of use:
o Safety and efficacy in men with “age-related
hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established
o Safety and efficacy in males less than 18 years old have
not been established
Testim® For replacement therapy in adult males for conditions *generic 8
associated with a deficiency or absence of endogenous available
(testosterone)* |testosterone
Gel Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.
Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation.
Limitations of use:
o Safety and efficacy in men with “age-related
hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established
o Safety and efficacy in males less than 18 years old have
not been established
o Topical testosterone products may have different doses,
strengths, or application instructions that may result in
different systemic exposure
Testopel® Primary hypogonadism (congenital or acquired): testicular 19
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
(testosterone) |testis syndrome; or orchiectomy
Pellet Hypogonadotropic hypogonadism (congenital or acquired):

idiopathic gonadotropin or luteinizing hormone-releasing
hormone (LHRH) deficiency or pituitary-hypothalamic injury from
tumors, trauma, or radiation.
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Agent(s)

FDA Indication(s)

Notes

Ref#

To stimulate puberty in carefully selected males with clearly
delayed puberty

Limitations of use:
o Safety and efficacy in men with “age-related

hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established

testosterone
enanthate*

Injection

Males:

For replacement therapy in conditions associated with a
deficiency or absence of endogenous testosterone: Primary
hypogonadism (congenital or acquired): testicular failure due to
cryptorchidism, bilateral torsion, orchitis, vanishing testis
syndrome, or orchiectomy

Hypogonadotropic hypogonadism (congenital or acquired):
idiopathic gonadotropin or luteinizing hormone-releasing
hormone (LHRH) deficiency, or pituitary-hypothalamic injury
from tumors, trauma, or radiation.

Prior to puberty, androgen replacement therapy needed during
adolescent years for development of secondary sexual
characteristics.

Prolonged androgen treatment required to maintain sexual
characteristics in these and other males who develop
testosterone deficiency after puberty

Delayed puberty

Females:

Metastatic mammary cancer: secondary use in women with

advancing inoperable metastatic (skeletal) mammary cancer
who are one to five years postmenopausal

*generic available

testosterone*

Topical
solution

For replacement therapy in adult males for conditions
associated with a deficiency or absence of endogenous
testosterone

Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.

*generic available

4
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Agent(s)

FDA Indication(s)

Notes

Ref#

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation.

Limitations of use:

o Safety and efficacy in men with “age-related
hypogonadism” (also referred to as “late-onset
hypogonadism”) have not been established

o Safety and efficacy in males less than 18 years old have
not been established

TLANDO®
(testosterone
undecanoate)
Capsule

Testosterone replacement therapy in adult males for conditions
associated with a deficiency or absence of endogenous
testosterone:

Primary hypogonadism (congenital or acquired): testicular
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation

Limitations of use:

o Safety and efficacy in males less than 18 years old have
not been established.

44

Vogelxo®,
Testosterone G
el*

Gel

For testosterone replacement therapy in adult males for
conditions associated with a deficiency or absence of
endogenous testosterone:

Primary hypogonadism (congenital or acquired)
Hypogonadotropic hypogonadism (congenital or acquired)

Limitations of use:

o Safety and efficacy of Vogelxo in men with "age-related
hypogonadism" (also referred to as "late-onset
hypogonadism") have not been established.

o Safety and efficacy of Vogelxo in males less than 18
years old have not been established.

*generic
available
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Agent(s) FDA Indication(s) Notes Ref#

e Topical testosterone products may have different
doses, strengths, or application instructions that may
result in different systemic exposure.

enanthate)

range

Primary hypogonadism (congenital or acquired): testicular
Injection failure due to cryptorchidism, bilateral torsion, orchitis, vanishing
testis syndrome, orchiectomy, Klinefelter's syndrome,
chemotherapy, or toxic damage from alcohol or heavy metals.
These men usually have low serum testosterone concentrations
and gonadotropins (follicle-stimulating hormone [FSH],
luteinizing hormone [LH]) above the normal range.

Hypogonadotropic hypogonadism (congenital or acquired):
gonadotropin or luteinizing hormone-releasing hormone (LHRH)
deficiency or pituitary-hypothalamic injury from tumors, trauma,
or radiation. These men have low testosterone serum
concentrations but have gonadotropins in the normal or low

Limitations of Use:

o Safety and efficacy of Xyosted in males less than 18
years old have not been established

Xyosted® Testosterone replacement therapy in adult males for 17
conditions associated with a deficiency or absence of
(testosterone |endogenous testosterone.

CLINICAL RATIONALE

Testosterone Deficiency

Testosterone is the predominant androgen in males and is involved in a
multitude of physiological and biological processes throughout the body. The
American Urological Association (AUA) recommends that clinicians use a total
testosterone level below 300 ng/dL as a reasonable cut-off in support of the
diagnosis of low testosterone. The clinical diagnosis of testosterone deficiency
is only made when patients have low total testosterone levels combined with
symptoms and/or signs. A challenge in making the diagnosis of testosterone
deficiency is that many of the symptoms are non-specific and might be related
to conditions other than low testosterone. Clinicians should conduct a targeted
physical exam for signs that are associated with low testosterone. Signs and
symptoms associated with testosterone deficiency include:

e Physical symptoms and signs:
o Reduced energy
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Reduced endurance
Diminished work and/or physical performance
Loss of body hair and/or reduced beard growth
Very small testes (especially less than 6 ml)
Fatigue
Reduced lean muscle mass
o Obesity
e Cognitive symptoms and signs:
o Depressive symptoms
Cognitive dysfunction
Reduced motivation
Poor concentration
Poor memory
o lrritability
e Sexual symptoms and signs:
o Reduced sex drive
o Erectile dysfunction

O O O O O O

@)
@)
@)
@)

The goal of testosterone therapy is the normalization of total testosterone levels
combined with improvement in symptoms or signs. The AUA recommends that
clinicians use the minimal dosing necessary to drive testosterone levels to the
normal physiologic range of 450-600 ng/dL. Testosterone levels should be
measured every 6-12 months while on testosterone therapy.(21)

Delayed Puberty

Delayed puberty in boys is the absence of testicular growth to at least 4 mL in
volume or 2.5 cm in length by 14 years of age. Constitutional delay of growth and
puberty is a common cause of delayed puberty; however, functional or persistent
hypogonadism should be excluded. For more than 75% of patients with
constitutional delay of growth and puberty, family history may reveal parental
puberty delay. Boys older than 14 years with possible constitutional delay of
growth and puberty may be offered jump-start therapy to induce puberty.
Treating boys with testosterone for three to six months may accelerate
attainment of final adult height and generally does not lead to premature
epiphysis closure.(22)

Hereditary Angioedema
(HAE)

C1-INH (C1 inhibitor) concentrate is the prophylaxis of choice for HAE.
Attenuated androgens (e.g., danazol) have been recommended in the past, but
frequent short courses may lead to long-term associated side effects. For
scheduled pre-procedural prophylaxis, androgens are used for 5 days before and
2 to 3 days post event.(23)

Off Label Use: AIDS/HIV

Men who are seropositive for HIV have been shown to have a higher rate of
testosterone deficiency than the general population. It is postulated that the
etiology of testosterone deficiency can be attributed to malnutrition, cytokine
activity, opportunistic infections/acute illnesses, or the HIV medications
themselves. HIV infected men who are testosterone deficient have also been
shown to have concomitant elevated HbA1c levels and are at higher risk for
CVD when compared to HIV-positive patients who have normal testosterone
levels.(21) Weight loss and muscle wasting remain significant clinical
problems, even in the era of potent antiviral therapy. Studies conducted in men
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on HAART (highly active antiretroviral therapy) show a 20% prevalence of
hypogonadism among men with AIDS wasting. Treatment of associated
opportunistic infections and optimization of antiretroviral therapy should be the
first goal in patients with wasting. Clinical studies support the use of the
following agents in men for AIDS/HIV-associated wasting syndrome:
testosterone transdermal system(36), testosterone enanthate(37-39), and
testosterone cypionate.(41) Up to 60% of women suffering from AIDS wasting
are androgen deficient.(24) The use of transdermal testosterone to treat AIDS
wasting in women is supported by literature.(25,26)

The diagnosis of HIV wasting requires one of the following:(27)

Unintentional weight loss of greater than:
o 10% over 12 months
o 7.5% within 6 months
e Atleast 5% total body cell mass (BCM) loss within 6 months
e Body mass index (BMI) less than 20 kg/m*2
e Inmen: BCM less than 35% of total body weight and BMI less than 27
kg/m*2
e Inwomen: BCM less than 23% of total body weight and BMI less than 27
kg/m*2

Off Label Use: Chronic Kidney
Disease Anemia

The Kidney Disease Improving Global Outcomes (KDIGO) Clinical Practice
Guideline for Anemia in Chronic Kidney Disease recommends not using
androgens as an adjuvant to erythropoiesis stimulating agents. They cite the
risks of androgen therapy and their uncertain benefit on hemoglobin
concentration or clinical outcomes.(29)

Off Label Use: Erectile
Dysfunction

The American Urology Association (AUA) recommends that PDESi
(phosphodiesterase type 5 inhibitors) should be first-line therapy for erectile
dysfunction (ED). AUA also recommend that testosterone therapy is not an
effective monotherapy for ED. If a man with ED has testosterone deficiency, he
should be counseled that testosterone therapy in combination with a PDES5i is
more likely to be effective than the PDESi alone. There is insufficient data to
address other combined treatments.(32)

Off Label Use:
Myeloproliferative
Neoplasms

Danazol, immunomodulatory agents (lenalidomide or thalidomide) with or
without prednisone or luspatercept are recommended for the treatment of
anemia in patients with serum epoetin levels greater than or equal to 500
mU/mL. Patients with a serum EPO less than 500mU/mL that have had no or
loss of regponse with erythropoetin stimulating agents should be managed as a
patient with an EPO level greater than or equal to 500 mU/mL.(34)

Off Label Use : Gender
Identity Disorder / Gender
Dysphoria / Gender
Incongruence

The Endocrine Society states the following for the diagnosis and treatment of
gender identity disorder (GID) / gender dysphoria / gender incongruence:

¢ Recommend that a diagnosis be made by a mental health
professional (MHP) and/or trained physicians. For children and
adolescents, the MHP must also have training in child and
adolescent developmental psychopathology
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Recommend all transsexual individuals should be informed and

counseled regarding option for fertility preservation prior to initiating

puberty suppression in adolescents and prior to treating with

hormonal therapy of the affirmed gender in both adolescents and

adults

For the treatment of adolescents

o Recommend for adolescents initiating treatment with sex
hormones that the individual have sufficient mental capacity to
give informed consent, which most adolescents have by age 16

o Recognize that there may be compelling reasons to initiate sex
hormone treatment prior to the age of 16 years in some
adolescents even though there are limited studies of gender-
affirming hormone treatment administered before age 13.5-14
years of age

o Suggest monitoring of clinical pubertal development every 3-6
months and laboratory parameters every 6-12 months during sex
hormone treatment

o Criteria for treatment with gender-affirming sex hormone therapy

» A qualified mental health professional has confirmed:

e The persistence of gender dysphoria

e Any coexisting psychological, medical, or social
problems that could interfere with treatment (e.g.
that may compromise treatment adherence) have
been addressed, such that the adolescent’s
situation and functioning are stable enough to
start sex hormone treatment

e The adolescent has sufficient mental capacity
(which most adolescents have by age 16 year) to
estimate the consequences of this (partly)
irreversible treatment, weight the benefits and
risks, and give informed consent to this (partly)
irreversible treatment

*= The adolescent:

e Has been informed of the (irreversible) effects
and side effects of treatment (including potential
loss of fertility) and options to preserve fertility)

e Has given informed consent and (particularly
when the adolescent has not reached the age of
legal medical consent, depending on applicable
legislation) the parents or other caretakers or
guardians have consented to the treatment and
are involved in supporting the adolescent
throughout the treatment process

= A pediatric endocrinologist or other clinician experience
in pubertal induction:

e Agrees with the indication for sex hormone
treatment
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e Has confirmed that there are no medical
contraindications to sex hormone treatment
e For the treatment of adults
o Recommend clinicians evaluate and address medical conditions
that can be exacerbated by hormone depletion and treatment
with sex hormones before beginning treatment
o Suggest clinicians measure hormone levels during treatment to
ensure that endogenous sex steroids are suppressed and
administered sex hormones are maintained in the normal
physiologic range for the affirmed gender
o Suggest regular clinical evaluation for physical changes and
potential adverse changes in response to sex steroid hormones
and laboratory monitoring of sex hormone levels every 3 months
during the first year of hormone therapy for transgender males
and females and then once or twice yearly
o Criteria for treatment with gender-affirming hormone therapy
= Persistent, well-documented gender dysphoria/gender
incongruence
» The capacity to make a fully informed decision and to
consent for treatment
= The age of majority in a given country
= Mental health concerns, if present, must be reasonably
well controlled

Clinical studies have demonstrated the efficacy of several different androgen
preparations to induce masculinization in transgender males, including
parenteral testosterone enanthate, cypionate, and undecanoate, as well as
transdermal testosterone.(33)

Safety

AndroGel testosterone solution, Fortesta, Testim, and Vogelxo carry a boxed
warning about secondary exposure to testosterone.(2,4,5,8,9)

o Virilization has been reported in children who were secondarily exposed
to testosterone gel.

¢ Children should avoid contact with unwashed or unclothed application
sites in men using testosterone gel.

e Healthcare providers should advise patients to strictly adhere to
recommended instructions for use.

Aveed carries a black box warning concerning serious pulmonary oil
microembolism (POME) reactions and anaphylaxis.(20)

e Serious POME reactions, involving urge to cough, dyspnea, throat
tightening, chest pain, dizziness, and syncope; and episodes of
anaphylaxis, including life-threatening reactions, have been reported to
occur during or immediately after the administration of testosterone
undecanoate injection. These reactions can occur after any injection of
testosterone undecanoate during the course of therapy, including after
the first dose.
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Following each injection of Aveed, observe patients in the healthcare
setting for 30 minutes in order to provide appropriate medical treatment
in the event of serious POME reactions or anaphylaxis.

Aveed is available only through a restricted program called the Aveed
REMS Program.

Azmiro is contraindicated in:(13)

Patients with a known hypersensitivity to Azmiro or to any of its
components

Men with carcinoma of the breast or known or suspected carcinoma of
the prostate gland

Women who are pregnant

Danazol carries a black box warning for several reasons.(14,15)

Use of danazol in pregnancy is contraindicated. A sensitive test (e.g.,
beta subunit test if available) capable of determining early pregnancy is
recommended immediately prior to start of therapy. Additionally, a non-
hormonal method of contraception should be us ed during therapy. If a
patient becomes pregnant while taking danazol, administration of the
drug should be discontinued, and the patient should be apprised of the
potential risk to the fetus. Exposure to danazol in utero may result in
androgenic effects on the female fetus; reports of clitoral hypertrophy,
labial fusion, urogenital sinus defect, vaginal atresia, and ambiguous
genitalia have been received (see PRECAUTIONS: Pregnancy,
Teratogenic Effects).

Thromboembolism, thrombotic and thrombophlebitic events including
sagittal sinus thrombosis and life-threatening or fatal strokes have been
reported. Experience with long-term therapy with danazol is limited.
Peliosis hepatis and benign hepatic adenoma have been observed with
long-term use. Peliosis hepatis and hepatic adenoma may be silent until
complicated by acute, potentially life-threatening intraabdominal
hemorrhage. The physician therefore should be alert to this possibility.
Attempts should be made to determine the lowest dose that will provide
adequate protection. If the drug was begun at a time of exacerbation of
hereditary angioneurotic edema due to trauma, stress or other cause,
periodic attempts to decrease or withdraw therapy should be
considered.

Danazol has been associated with several cases of benign intracranial
hypertension also known as pseudotumor cerebri. Early signs and
symptoms of benign intracranial hypertension include papilledema,
headache, nausea and vomiting, and visual disturbances. Patients with
these symptoms should be screened for papilledema and, if present, the
patients should be advised to discontinue danazol immediately and be
referred to a neurologist for further diagnosis and care.
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Jatenzo, Kyzatrex, Undecatrex and Xyosted carry a black box warning for blood
pressure increases.(7,12,17,43)

e Can cause blood pressure (BP) increases that can increase the risk of
major adverse cardiovascular events (MACE), including non-fatal
myocardial infarction, non-fatal stroke and cardiovascular death.

o Before initiating, consider the patient’s baseline cardiovascular risk and
ensure blood pressure is adequately controlled.

e Periodically monitor for and treat new-onset hypertension or
exacerbations of pre-existing hypertension and re-evaluate whether the
benefits outweigh its risks in patients who develop cardiovascular risk
factors or cardiovascular disease on treatment.

e Due to this risk, use only for the treatment of men with hypogonadal
conditions associated with structural or genetic etiologies.
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PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module |[Clinical Criteria for Approval

Prior  |TARGET AGENT(S)
Authoriz |Androderm (testosterone patch)

ation Androgel* (testosterone gel)

with Aveed (testosterone undecanoate)

Quantity |Azmiro (testosterone cypionate intramuscular injection solution)
Limit- |danazol*

Through |Depo-Testosterone* (testosterone cypionate)
Generic |Fortesta* (testosterone gel)

Jatenzo (testosterone undecanoate)
Kyzatrex (testosterone undecanoate)
Methitest (methyltestosterone)

Natesto (testosterone)

Testim* (testosterone gel)

Testopel (testosterone)

TLANDO (testosterone undecanoate)
Undecatrex (testosterone undecanoate capsule)
Voxelgo* (testosterone gel)

Xyosted (testosterone enanthate)

* -generic available

Initial Evaluation



http://www.hiv.va.gov/provider/manual-primary-care/androgen-deficiency.asp

prescryptive' REWRITING THE SCRIPT

Module

Clinical Criteria for Approval

Target Agent(s) will be approved when ALL of the following are met:

1. ONE of the following:

A. If the request is for Androderm, Androgel, Testosterone gel, testosterone solution,
Fortesta, Natesto, Testim, or Vogelxo, the patient has a diagnosis of ONE of the
following:

1. Primary or secondary (hypogonadotropic) hypogonadism OR

2. AIDS/HIV-associated wasting syndrome OR

3. Gender identity disorder (GID), gender dysphoria, or gender
incongruence OR

B. If therequest is for Depo-Testosterone, testosterone enanthate, or Xyosted, the
patient has a diagnosis of ONE of the following:

1. Primary or secondary (hypogonadotropic) hypogonadism OR

2. AIDS/HIV-associated wasting syndrome OR

3. Delayed puberty in an adolescent OR

4. Metastatic/inoperable breast cancer OR

5. Gender identity disorder (GID), gender dysphoria, or gender
incongruence OR

C. Iftherequestis for Azmiro, Testopel, the patient has a diagnosis of ONE of the
following:

1. Primary or secondary (hypogonadotropic) hypogonadism OR

2. Delayed puberty in an adolescent OR

3. Gender identity disorder (GID), gender dysphoria, or gender
incongruence OR

D. Iftherequestis for danazol, the patient has a diagnosis of ONE of the following:

1. Endometriosis amenable to hormone management OR

2. Angioedema and will be taking for the prevention of attacks OR
3. Myeloproliferative neoplasms OR

4. Fibrocystic breast disease OR

E. If the request is for Jatenzo, Kyzatrex, Undecatrex, or Tlando, the patient has a
diagnosis of primary or secondary (hypogonadotropic) hypogonadism OR

F.  If the request is for Aveed, the patient has a diagnosis of ONE of the following:

1. Primary or secondary (hypogonadotropic) hypogonadism OR
2. Gender identity disorder (GID), gender dysphoria, or gender
incongruence OR

G. Iftherequestis for methyltestosterone or Methitest, the patient has a diagnosis
of ONE of the following:

1. Primary or secondary (hypogonadotropic) hypogonadism OR
2. Metastatic/inoperable breast cancer OR
3. Delayed puberty in an adolescent AND

2. ONE of the following:

A.  If therequest is for primary or secondary hypogonadism, then ONE of the
following:

1. The patient is NOT currently receiving testosterone replacement therapy
AND meets BOTH of the following:
A. The patient has a sign or symptom of hypogonadism AND
B. The patient has ONE of the following pretreatment levels:
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1.  Total serum testosterone level below the testing
laboratory’s normal range or is less than 300 ng/dL OR

2. Free serum testosterone level that is below the testing
laboratory’s normal range OR

2. The patient is currently receiving testosterone replacement therapy AND
has ONE of the following current levels:
A. Total serum testosterone level that is within OR below the testing
laboratory’s normal range OR is less than 300 ng/dL OR
B. Free serum testosterone level that is within OR below the testing
laboratory’s normal range OR
B. If the request is for AIDS/HIV-associated wasting syndrome, BOTH of the
following:
1. ONE of the following:
A. The patient has had an unintentional weight loss that meets ONE
of the following:
1. 10% within 12 months OR
2. 7.5% within 6 months OR
B. The patient has a body cell mass (BCM) loss greater than or equal
to 5% within 6 months OR
C. The patient’s sex is male and has BCM less than 35% of total body
weight and body mass index (BMI) less than 27 kg/m*2 OR
D. The patient’s sex is female and has BCM less than 23% of total
body weight and BMI less than 27 kg/m*2 OR
E. There is support that the patient's BCM less than 35% or less
than 23% and BMI less than 27 kg/m*2 are medically appropriate
for diagnosing AIDS wasting/cachexia for the patient's sex OR
F. The patient’'s BMl is less than 20 kg/m*2 AND
2. All other causes of weight loss have been ruled out OR
C. Iftherequestis for gender identity disorder (GID), gender dysphoria, or gender
incongruence, ONE of the following:
1. The patient is an adolescent and ONE of the following:
A. The patient is initiating sex hormone treatment AND ALL of the
following:

1.  Apersistent diagnosis was confirmed by a mental health
professional and/or trained physician who is trained in
child and adolescent developmental psychopathology AND

2. The patient’s indication for sex hormone treatment has
been confirmed by an endocrinologist OR clinician
experienced in pubertal sex hormone induction AND

3.  The patient does not have any medical contraindications to
sex hormone treatment as confirmed by an endocrinologist
OR clinician experienced in pubertal sex hormone
induction AND

4.  The patient has been informed and counseled regarding
effects and side effects of sex hormone treatment
including those which are irreversible, and regarding loss of
fertility and options to preserve fertility AND
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5. ONE of the following:
A. The patient is 16 years of age or over OR
B. There is support for initiating therapy priorto 16
years of age AND
6.  The patient has sufficient mental capacity to give
consent AND
7.  The patient has provided consent AND, as applicable, the
parents or other caretakers or guardians have provided
consent to therapy AND
8.  The patient’s coexisting psychological, medical, or social
problems that could interfere with treatment have been
addressed and the patient’s functioning is stable enough to
start sex hormone therapy OR
B. The patient is continuing therapy with sex hormone treatment AND
the patient is being monitored at least once per year OR
2. The patient is an adult AND ONE of the following:
A. The patient is initiating sex hormone treatment AND ALL of the
following:
1. A persistent diagnosis has been confirmed by a mental
health professional AND
2.  The patient has sufficient mental capacity to give
consent AND
3.  The patient’s coexisting mental health concerns, if present,
are reasonably well controlled AND
4.  The patient’s medical conditions that can be exacerbated
by treatment with sex hormones have been evaluated and
addressed OR
B. The patient is currently on sex hormone treatment and BOTH of
the following:
1.  ONE of the following:
A. The patient’s current testosterone level is ONE of
the following:
1. Total serum testosterone level that is within
OR below the testing laboratory’s normal
range OR is less than 300 ng/dL OR
2. Free serum testosterone level that is within
OR below the testing laboratory’s normal
range OR
B. There is support for continuing therapy with the
patient’s current testosterone level AND
2. The patient is being monitored at least once per year OR
D. Iftherequestis for delayed puberty in an adolescent, ONE of the following:
1. The patient’s sex is male OR
2. There is support that the requested agent is medically appropriate for the
patient’s sex OR
E. If therequestis for metastatic/inoperable breast cancer, ONE of the following:
1. The patient’s sex is female OR
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2. There is support that the requested agent is medically appropriate for the
patient’s sex OR
The request is for fibrocystic breast disease OR
The request is for endometriosis amenable to hormone management OR
The request is for the prevention of attacks of angioedema OR
If the request is for myeloproliferative neoplasms, ONE of the following:
1. Patient has a serum EPO greater than or equal to 500 mU/mL OR
2. Patient has a serum EPO less than 500 mU/mL and no response or loss
of response to erythropoietic stimulating agents OR
The request is for bone pain frequently accompanying osteoporosis OR
If the request is to promote weight gain, the patient has ONE of the following:
1. weight loss following extensive surgery OR
2. chronic infections OR
3. severe trauma OR
4. failure to gain or maintain normal weight without definite pathophysiologic
reasons OR
5. aprolonged administration of corticosteroids AND
3. The patient does NOT have any FDA labeled contraindications to the requested
agent AND
4. If the request is for one of the following brand agents, then ONE of the following:

— I om

A<

Brand Agent(s)
Androderm

Androgel

Azmiro

Fortesta

Natesto

Testim
Testosterone gel
Vogelxo

Aveed
Depo-Testosterone

Testopel
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Xyosted
Jatenzo
Tlando
Methitest

Undecatrex

A.  The patient has tried and had an inadequate response to a generic androgen or
anabolic steroid agent that is supported for use for the requested indication OR

B.  The patient has an intolerance or hypersensitivity to a generic androgen or
anabolic steroid agent that is supported for use for the requested indication that
is not expected to occur with the brand agent OR

C. The patient has an FDA labeled contraindication to ALL generic androgen or
anabolic steroid agents that is supported for use for the requested indication that
is not expected to occur with the brand agent AND

5. ONE of the following:

A.  The patient will NOT be using the requested agent in combination with another
androgen or anabolic steroid agent for the requested indication OR

B. There is support for therapy with more than one androgen or anabolic steroid
agent

Length of Approval: 6 months (delayed puberty only), 12 months (all other indications)

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

Renewal Evaluation

Target Agent will be approved when ALL of the following are met:

1.

wn

The patient has been previously approved for the requested agent through the plan’s
Prior Authorization process [Note: patients not previously approved for the requested
agent will require initial evaluation review] AND
The patient has had clinical benefit with the requested agent AND
ONE of the following:
A.  The patient has a diagnosis of primary or secondary hypogonadism and the
patient’s current testosterone level is ONE of the following:
1. Total serum testosterone level that is within OR below the testing
laboratory’s normal range OR is less than 300 ng/dL OR
2. Free serum testosterone level that is within OR below the testing
laboratory’s normal range OR
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B.  The patient has a diagnosis of gender identity disorder (GID), gender dysphoria, or
gender incongruence AND ONE of the following:
1. If the patient is an adult, BOTH of the following:
A. The patient is being monitored at least once per year AND
B. ONE of the following:
1.  The patient's current testosterone level is ONE of the
following:

A. Total serum testosterone level that is within OR
below the testing laboratory's normal range OR is
less than 300 ng/dL OR

B. Free serum testosterone level that is within OR
below the testing laboratory's normal range OR

2.  Thereis support for continuing therapy with the patient’s
current testosterone level OR
2. If the patient is an adolescent, the patient is being monitored at least once
per year OR
C. The patient has a diagnosis other than primary or secondary hypogonadism,
gender identity disorder (GID), gender dysphoria, or gender incongruence AND
4. The patient does NOT have any FDA labeled contraindications to the requested
agent AND
5. If the request is for one of the following brand agents, then ONE of the following:

Brand Agent(s)
Androderm

Androgel

Azmiro

Fortesta

Natesto

Testim
Testosterone gel
Vogelxo

Aveed
Depo-Testosterone

Testopel
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Xyosted
Jatenzo
Tlando
Methitest
Undecatrex
A.  The patient has tried and had an inadequate response to a generic androgen or
anabolic steroid agent that is supported for use for the requested indication OR
B.  The patient has an intolerance or hypersensitivity to a generic androgen or
anabolic steroid agent that is supported for use for the requested indication that
is not expected to occur with the brand agent OR
C. The patient has an FDA labeled contraindication to ALL generic androgen or
anabolic steroid agents that is supported for use for the requested indication that
is not expected to occur with the brand agent AND
6. ONE of the following:
1. The patient will NOT be using the requested agent in combination with another
androgen or anabolic steroid agent for the requested indication OR
2. There is support for therapy with more than one androgen or anabolic steroid
agent
Length of Approval: 12 months
NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.
Module Ops Set Up Validation Options Other Explanation

Prior Authorization with
Quantity Limit - Through
Generic

Validation: Apply
Baseline and go to
Validation Options

Contraind., intolerance,
or hypersensitivity to
prereq.;Other (see Other
explanation
field);Prerequisites;Rene
wal - check for specific
efficacy/improvement

*There is support that the
requested agent is medically
appropriate for the patient's sex
*Gender identity disorder (GID),
gender dysphoria, or gender
incongruence:

- For adolescents, verify patient
age (greater than/less than 16)

If adolescent is less than 16 -
information in support of initiating
therapy

*There is support for therapy with
more than one androgen or
anabolic steroid agent
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*There is support for continuing
therapy with the patient's
testosterone level

*There is support for the use of
brand agent over the generic
equivalent

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval
QL with |Quantity Limit for the Target Agent(s) will be approved when ONE of the following is met:
PA

1. The requested agent does NOT have a program quantity limit OR
2. The requested quantity (dose) does NOT exceed the program quantity limit OR
3. ALL of the following:
A.  The requested quantity (dose) exceeds the program quantity limit AND
B.  Therequested quantity (dose) does NOT exceed the maximum FDA labeled
dose for the requested indication AND
C. Therequested quantity (dose) cannot be achieved with a lower quantity of a
higher strength that does NOT exceed the program quantity limit OR
4. ALL of the following:
A.  The requested quantity (dose) exceeds the program quantity limit AND
B.  The requested quantity (dose) exceeds the maximum FDA labeled dose for
the requested indication AND
C. Thereis support of therapy with a higher dose for the requested indication

Length of Approval: Initial: up to 6 months (delayed puberty only), up to 12 months (all
other indications). Renewal: up to 12 months
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Quantity Limit

FDA LABELED INDICATIONS AND DOSAGE

REWRITING THE SCRIPT

Agent(s)

FDA Indication(s)

Notes

Ref#

Lagevrio™
(molnupiravir)

Capsule

Emergency Use Authorization (EUA) for the
treatment of mild-to-moderate COVID-19 in adults:

Who are at high risk for progression to severe
COVID-19, including hospitalization or death,
and for

Whom alternative COVID-19 treatment options
authorized by FDA are not accessible or
clinically appropriate

Limitations of Authorized Use:

Not authorized for use in patients less than 18
years of age

Not authorized for initiation of treatment in
patients requiring hospitalization due to COVID-
19. Benefit of treatment with Lagevrio has not
been observed in subjects when treatment was
initiated after hospitalization due to COVID-19
Not authorized for use longer than 5
consecutive days

Not authorized for pre-exposure or post-
exposure prophylaxis for prevention of COVID-
19

Paxlovid™
(nirmatreivir/ritonavir)

Tablet

Treatment of mild-to-moderate coronavirus disease
2019 (COVID-19) in adults who are at high risk for
progression to severe COVID-19, including
hospitalization or death

Limitations of Use:

2,6
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Agent(s)

FDA Indication(s)

Notes

Ref#

e Paxlovid is not approved for use as pre-
exposure or post-exposure prophylaxis for
prevention of COVID-19

Paxlovid is approved through an Emergency Use
Authorization (EUA) for the treatment of mild-to-
moderate COVID-19 in pediatric patients (12 years of
age and older weighing at least 40 kg) who are at high
risk for progression to severe COVID-19, including

hospitalization or death

Limitations of Authorized Use:

Paxlovid is not authorized for initiation of
treatment in patients requiring hospitalization
due to severe or critical COVID-19

Paxlovid is not authorized for pre-exposure or
post-exposure prophylaxis for prevention of
COVID-19

Paxlovid is not authorized for use longer than 5
consecutive days

CLINICAL RATIONALE

COVID-19

Data currently indicates that prior infection with COVID-19 does provide some
protection from reinfection. Some studies find that prior infection reduces the
risk of infection by 80-85% for 6-7 months.(3,4) Others find that reinfections are
rare events and that persons there is minimal risk of reinfection for at least 8
months after the primary infection.(5)

Safety

Molnupiravir has no FDA labeled contraindications for use based on the limited
available data on the emergency use molnupiravir authorized under the EUA.(1)

Nirmatrelvir tablets; ritonavir tablets are contraindicated in the following:(2,6)

o History of clinically significant hypersensitivity reactions to the active
ingredients (nirmatrelvir or ritonavir) or any other components
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e Co-administration with drugs highly dependent on CYP3A for clearance
and for which elevated concentrations are associated with serious and/or
life-threatening reactions

e Co-administration with potent CYP3A inducers where significantly
reduced nirmatrelvir or ritonavir plasma concentrations may be
associated with the potential for loss of virologic response and possible
resistance

Nirmatrelvir tablets; ritonavir tablets have a boxed warning:(2,6)

e Paxlovid includes ritonavir, a strong CYP3A inhibitor, which may lead to
greater exposure of certain concomitant medications, resulting in
potentially severe, life-threatening, or fatal events

e Prior to prescribing Paxlovid: 1) review all medication taken by the patient
to assess potential drug-drug interactions with strong CYP3A inhibitor
like Paxlovid and 2) determine if concomitant medications require and
dose adjustment, interruption, and/or additional monitoring

o Consider the benefit of Paxlovid treatment in reducing hospitalization and
death, and whether the risk of potential drug-drug interactions for an
individual patient can be appropriately managed

REFERENCES

Number

Reference

—

Lagevrio Fact Sheet for Healthcare Providers: Emergency Use Authorization for Lagevrio. Merck Sharp
& Dohme LLC. October 2023.

2

Paxlovid Fact Sheet for Healthcare Providers: Emergency Use Authorization for Paxlovid. Pfizer Labs.
November 2023. https://labeling.pfizer.com/ShowLabeling.aspx?id=16474&format=pdf.

3

Hall VJ, Foulkes S, Charlett A, et al. SARS-CoV-2 infection rates of antibody-positive compared with
antibody-negative health-care workers in England: a large, multicentre, prospective cohort study
(SIREN). Lancet. 2021;397(10283):1459. Epub 2021 Apr 9.

4

Hansen CH, Michlmayr D, Gubbels SM, et al. Assessment of protection against reinfection with SARS-
CoV-2 among 4 million PCR-tested individuals in Denmark in 2020: a population-level observational
study. Lancet. 2021;397(10280):1204. Epub 2021 Mar 17.
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Number |Reference

5|Leidi A, Koegler F, Dumont R, et al. SEROCoV-POP study group, Risk of Reinfection After
Seroconversion to Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-2): A Population-
based Propensity-score Matched Cohort Study. Clinical Infectious Diseases, February 2022, Pages 622-
629, https://doi.org/10.1093/cid/ciab495

6 |Paxlovid prescribing information. Pfizer Laboratories Division of Pfizer Inc. May 2023.

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval

Quantity limit for the Target Agent(s) will be approved when ALL of the following are met:

1. The patient is using the requested agent for a COVID-19 reinfection AND

2. The patient’s age is within FDA labeling OR Emergency Use Authorization (EUA) for the
requested indication for the requested agent AND

3. Therequested agent is NOT being used to extend treatment beyond the maximum FDA
labeling OR EUA treatment regimen for the requested indication AND

4. The patient will NOT be using the requested agent in combination with another agent in this
program for the requested indication AND

5. The requested quantity (dose) does NOT exceed the maximum FDA labeling OR EUA dosing
for the requested indication

Length of Approval: 1 additional course of therapy for 1 month
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FDA LABELED INDICATIONS AND DOSAGE
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Agent(s) FDA Indication(s) Notes Ref#

Aplenzin® Treatment of: 22

(bupropion extended - Major Depressive Disorder (MDD)

release)

- Seasonal Affective Disorder (SAFD)

Tablet

Auvelity® Treatment of Major Depressive Disorder (MDD) in 29
adults

(dextromethorphan hbr-

bupropion hcl tab er)

Tablet

Celexa® Treatment of depression *generic available |1,2

(citalopram)*

Tablet

Oral solution

Citalopram Treatment of Major Depressive Disorder (MDD) in 4
adults

Capsule

Cymbalta® Treatment of: *generic available |13

(duloxetine delayed
release)

Capsule*

- Major Depressive Disorder (MDD)

- Generalized Anxiety Disorder (GAD) in adults
and pediatric patients 7 years of age and older

- Diabetic Peripheral Neuropathic Pain (DPNP) in
adults
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Agent(s) FDA Indication(s) Notes Ref#
- Fibromyalgia (FM) in adults and pediatric
patients 13 years of age and older
- Chronic Musculoskeletal Pain (CMP) in adults
Desvenlafaxine ER Treatment of Major Depressive Disorder (MDD) 18
Tablet
Drizalma Sprinkle™ Treatment of: 5
(duloxetine DR) -Major Depressive Disorder (MDD) in adults
-Generalized Anxiety Disorder (GAD) in adults and
Capsule pediatric patients ages 7 years of age and older
-Diabetic Peripheral Neuropathic Pain (DPNP) in adults
-Fibromyalgia (FM) in adults
-Chronic Musculoskeletal Pain in adults
Effexor XR® Treatment of: *generic available |16
(venlafaxine extended - Major Depressive Disorder (MDD)
release)
- Panic Disorder (MDD)
Capsule*
- Generalized Anxiety Disorder (GAD)
- Social Anxiety Disorder (SAD)
Fetzima® Treatment of Major Depressive Disorder (MDD) in 17
adults
(levomilnacipran ER)
Limitation of Use: Fetzima is not approved for the
Capsule management of fiboromyalgia. The efficacy and safety
of Fetzima for the management of fibromyalgia have
not been established.
Fluoxetine 60 mg Treatment of: *generic available |3
Tablet* - Major Depressive Disorder (MDD)
- Obsessive Compulsive Disorder (OCD)
- Bulimia Nervosa
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Agent(s) FDA Indication(s) Notes Ref#
- Panic Disorder (PD), with or without
agoraphobia

Fluoxetine Delayed Acute and maintenance treatment of Major Depressive 10

Release

Capsule

Disorder (MDD)

Prozac®

(fluoxetine)*

Treatment of:

- Acute and maintenance treatment of Major
Depressive Disorder (MDD)

*generic available |11

Tablet
- Acute and maintenance treatment of Obsessive
Capsule Compulsive Disorder (OCD)
Oral solution - Acute and maintenance treatment of Bulimia
Nervosa
- Acute treatment of Panic Disorder (PD), with or
without agoraphobia
Forfivo XL® Treatment of Major Depressive Disorder (MDD) 23

(bupropion extended
release)

Tablet

Lexapro®
(escitalopram)*
Tablet

Oral suspension

Treatment of:

- Major Depressive Disorder (MDD) in adults and
pediatric patients 12 years of age and older

- Generalized Anxiety Disorder (GAD) in adults
and pediatric patients 12 years of age and older

*generic available |6

Paxil®
(paroxetine)*
Tablet

Oral suspension

Treatment of:
- Major Depressive Disorder (MDD)

- Obsessive Compulsive Disorder (OCD)

*generic available |7
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Agent(s)

FDA Indication(s)

Notes Ref#

- Panic Disorder (PD)
- Generalized Anxiety Disorder (GAD)
- Social Anxiety Disorder (SAD)

- Post-Traumatic Stress Disorder (PTSD)

Paxil CR®

(paroxetine extended
release)

Treatment of:
- Major Depressive Disorder (MDD)

- Panic Disorder (PD)

*generic available |8

Tablet*
- Social Anxiety Disorder (SAD)
- Premenstrual Dysphoric Disorder (PMDD)
Pexeva® Treatment of: 9

(paroxetine mesylate)

- Major Depressive Disorder (MDD)

Tablet - Obsessive Compulsive Disorder (OCD)
- Panic Disorder (PD)
- Generalized Anxiety Disorder (GAD)
Pristiq® Treatment of Major Depressive Disorder (MDD) *generic available |20

(desvenlafaxine
succinate extended
release)

Tablet*

Remeron SolTab®
(mirtazapine ODT)

Orally disintegrating
tablet*

Treatment of Major Depressive Disorder (MDD)

*generic available |25
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Agent(s)

FDA Indication(s)

Notes Ref#

Remeron®

(mirtazapine)

Treatment of Major Depressive Disorder (MDD)

*generic available |25

Tablet*
Sertraline Treatment of: 24
Capsule - Major depressive disorder (MDD) in adults
- Obsessive-compulsive disorder (OCD) in adults
and pediatric patients 6 years and older
Trintellex® Treatment of Major Depressive Disorder (MDD) 27
(vortioxetine)
Tablet
Venlafaxine besylate ER |Treatment of: 21

Tablet - Major Depressive Disorder (MDD)
- Social Anxiety Disorder (SAD)
Viibryd® Treatment of Major Depressive Disorder (MDD) *generic available |28

(vilazodone)

Tablet*

Wellbutrin SR®

(bupropion sustained
release)

Tablet*

Treatment of Major Depressive Disorder (MDD)

*generic available |30

Wellbutrin XL®

(bupropion extended
release)

Treatment of:
- Major Depressive Disorder (MDD)

- Seasonal Affective Disorder (SAFD)

*generic available |31
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(sertraline)*
Tablet

Oral concentrate

Agent(s) FDA Indication(s) Notes Ref#
Tablet*
Zoloft® Treatment of: *generic available |12

- Major Depressive Disorder (MDD)

- Obsessive Compulsive Disorder (OCD
- Panic disorder (PD)

- Post-traumatic stress disorder (PTSD)
- Social anxiety disorder (SAD)

- Premenstrual dysphoric disorder (PMDD)

CLINICAL RATIONALE

Depression

Selective serotonin reuptake inhibitors (SSRIs), serotonin norepinephrine
reuptake inhibitors (SNRIs), bupropion, mirtazapine, and several newer agents
are typically used as first-line medications because their safety and tolerability
may be preferable to patients and clinicians compared to those of tricyclic
antidepressants (TCAs) and monoamine oxidase (MAO) inhibitors(32). Many
clinical features and medication characteristics influence the choice of a first-
line antidepressant. There are no absolutes, and relative differences between
medications are small, hence, selecting an antidepressant involves an
individualized needs assessment for each patient(33). No antidepressant has
been clearly shown to be superior to another. All FDA-approved antidepressant
medications should be considered potentially appropriate for first-line
treatment(32).

Anxiety Disorders

Guidelines for treatment of anxiety include several anxiety-related conditions:
generalized anxiety disorder (GAD), panic disorder (PD), obsessive compulsive
disorder (OCD), post-traumatic stress disorder (PTSD), and social anxiety
disorder (SAD). SSRIs are generally considered first-line therapy for GAD and
PD. In the treatment of PD, TCAs are as effective as SSRIs, but adverse effects
may limit the use of TCAs in some patients. Extended-release venlafaxine is
effective and well tolerated for GAD and PD, whereas duloxetine has been
adequately evaluated only for GAD. Due to the typical delay in onset of action,
medications should not be considered ineffective until they are titrated to the
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high end of the dose range and continued for at least four weeks. Once
symptoms have improved, medications should be used for 12 months before
tapering to limit relapse. Some patients will require longer treatment(34). OCD
has a highly selective response to serotonergic medications. SSRIs are preferred
for initial therapy. There is insufficient evidence to show that one SSRI is
superior, and the choice should be individualized, taking into account potential
drug interactions and tolerability. Dosage should be increased over four to six
weeks until maximum dose is achieved. Trial of therapy should continue for eight
to 12 weeks, with at least four to six weeks at the maximum tolerable dosage. It
usually takes at least four to six weeks for patients to note any significant
improvement in symptoms; it may take 10 weeks or longer for some. If
successful, medication should be continued for at least one to two years, if not
indefinitely(35). Among adult patients with PTSD, fluoxetine, paroxetine,
sertraline, and venlafaxine are appropriate choices, with none showing improved
efficacy over the others(36). For SAD, SSRIs and SNRIs venlafaxine are the clear
first-line pharmacotherapy treatment based on demonstrated efficacy in
randomized controlled trials and meta-analyses. Medications in these classes
that have been FDA-approved in the U.S. are paroxetine (immediate-release and
controlled release), sertraline, fluvoxamine controlled release, and venlafaxine
extended release. Other medications in these classes with evidence of efficacy
from randomized controlled trials include citalopram, escitalopram, and
vilazodone. Fluoxetine has had mixed results in randomized controlled trials.
SNRIs should be used with caution in patients at risk for suicide due to greater
toxicity in overdose. No individual medication within this class has been
consistently shown to be superior to another in this class(37).

Neuropathic Pain

First-line treatment for neuropathic pain include TCAs, gabapentin, pregabalin,
and SNRI antidepressants (duloxetine [most studied], venlafaxine) as first-line
therapies(38). For patients with diabetic neuropathy, only two medications,
pregabalin and duloxetine, have been approved by the FDA. However, in addition
to those two medications, gabapentin and amitriptyline are considered first-line
therapy. SNRIs such as venlafaxine and desvenlafaxine are considered second-
line therapy. SSRIs such as citalopram, paroxetine, and escitalopram are
considered third-line therapy(39).

Fibromyalgia

Pharmaceutical therapy recommendations depend on the source of the
guideline. Guidelines are available from the European League Against
Rheumatism (EULAR-2016), the Canadian Pain Society (2012) and the
Association of the Scientific Medical Societies in Germany (AWMF-

2012). Recommendations from these guidelines include amitriptyline, pregabalin,
gabapentin, SNRIs (including duloxetine and milnacipran), and SSRIs.
Amitriptyline, pregabalin, and duloxetine are used most commonly(40).
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Chronic Musculoskeletal Pain |Antidepressants are options for the treatment of chronic pain. Meta-analyses of

randomized controlled trials indicate that TCAs and SNRIs provide effective pain
relief for a variety of chronic pain etiologies(41). Duloxetine is FDA approved for
chronic musculoskeletal pain(13).

Safety All of the above listed agents have had a black box warning issued by the FDA.
The warning concerns suicidal thoughts and behaviors. Since there are small
differences between the warnings, they are not listed here. Please see the
respective agent’s prescribing information for the warning(1-14,16-18,20-31).

REFERENCES

Number |Reference

1|Celexa prescribing information. Allergan USA, Inc. August 2023.

2

Citalopram solution prescribing information. Aurobindo Pharma Limited. August 2023.

3

Fluoxetine 60 mg tablet prescribing information. Nivagen Pharmaceuticals, Inc. June 2021.

4

Citalopram capsule prescribing information. Almatica Pharma, LLC. August 2023.

Drizalma Sprinkle prescribing information. Sun Pharmaceutical Industries Limited. July 2021.

Lexapro prescribing information. AbbVie, Inc. August 2023.

7

Paxil prescribing information. GlaxoSmithKline. August 2023.

Paxil CR prescribing information. Apotex Corp. August 2023.

9

Pexeva prescribing information. Sebela Pharmaceuticals, Inc. August 2023.

10

Fluoxetine delayed release capsule prescribing information. Dr. Reddy’s Laboratories Limited. July
2023.

11

Prozac prescribing information. Eli Lilly and Company. August 2023.

12

Zoloft prescribing information. Pfizer, Inc. August 2023.
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13

Cymbalta prescribing information. Eli Lilly and Company. August 2023.

14

Reference No Longer Used

15

Reference No Longer Used

16

Effexor XR prescribing information. Pfizer, Inc. August 2023.

17

Fetzima prescribing information. Allergan USA, Inc. August 2023.

18

Desvenlafaxine ER prescribing information. Alembic Pharms LTC. September 2021.

19

Reference No Longer Used

20

Pristiq prescribing information. Pfizer, Inc. August 2023.

21

Venlafaxine besylate ER tablets prescribing information. Almatica Pharma LLC. March 2022.

22

Aplenzin prescribing information. Valeant Pharmaceuticals North America, LLC. March 2022.

23

Forfivo prescribing information. Almatica Pharma, Inc. December 2019.

24

Sertraline prescribing information. Almatica Pharma LLC. October 2021.

25

Remeron prescribing information. Merck & Co, Inc. November 2021.

26

Remeron SolTab prescribing information. Merck & Co, Inc. November 2021.

27

Trintellix prescribing information. Takeda Pharmaceuticals America, Inc. August 2023.

28

Viibryd prescribing information. Allergan, Inc. August 2023.

29

Auvelity prescribing information. Axsome Therapeutics, Inc. December 2022.

30

Wellbutrin SR prescribing information. GlaxoSmithKline, LLC. December 2022.

31

Wellbutrin XL prescribing information. Bausch Health Companies, Inc. March 2022.
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Halverson J, Beevers C, Kamholz B. Clinical Practice Review for Major Depressive Disorder. Anxiety
and Depression Association of America, November 2020. https://adaa.org/resources-
professionals/practice-guidelines-mdd.

33

Kennedy SH, Lam RW, Mclintyre RS, et. al. Canadian Network for Mood and Anxiety Treatments
(CANMAT) 2016 Clinical Guidelines for the Management of Adults with Major Depressive Disorder.
Canadian Journal Psychiatry. 2016, Vol. 61(9)540-560. Available at:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4994790/pdf/10.1177_0706743716659417 .pdf

34

Locke AB, Kirst N, Shuultz CG. Diagnosis and Management of Generalized Anxiety Disorder and Panic
Disorder in Adults. Am Fam Physician. 2022;106(2):157-

164. https://www.aafp.org/pubs/afp/issues/2022/0800/generalized-anxiety-disorder-panic-
disorder.pdf.

35

Fenske JN, Petersen K. Obsessive-Compulsive Disorder: Diagnosis and Management. Am Fam
Physician. 2015 Nov 15;92(10):896-903. Available at: https://www.aafp.org/afp/2015/1115/p896.html

36

Courtois CA, Sonis J, Brown LS, et. al. Clinical Practice Guideline for the Treatment of Posttraumatic
Stress Disorder (PTSD) in Adults(2017). American Psychological Association. Available at:
https://www.apa.org/ptsd-guideline/ptsd.pdf

37

van Amerigen M, Heimberg RG, Schneier F, et. al. Clinical Practice Review for Social Anxiety Disorder.
Anxiety and Depression Association of America. September 15, 2015. Available at:
https://adaa.org/resources-professionals/clinical-practice-review-social-anxiety

38

Gilron I, Baron R, Jensen T. Neuropathic Pain: Principles of Diagnosis and Treatment. Mayo Clinic
Proceedings, April 2015. Available at: https://www.mayoclinicproceedings.org/article/S0025-
6196(15)00105-6/fulltext#secé

39

Castelli, G., Desai, K., Cantone, R., Peripheral Neuropathy: Evaluation and Differential Diagnosis
Treating Painful Diabetic Peripheral Neuropathy: An Update. American Family
Physician. 2020;102(12):732-739. https://www.aafp.org/pubs/afp/issues/2020/1215/p732.html.

40

Kia S, Choy E. Update on Treatment Guideline in Fibromyalgia Syndrome with Focus on Pharmacology.
Biomedicines. 2017 Jun; 5(2): 20. Available at:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5489806/
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Number

Reference

41

American Society of Anesthesiologists, American Society of Regional Anesthesia and Pain Medicine.
Practice guidelines for chronic pain management. Anesthesiology. 2010;112:810-833. Available
at: https://anesthesiology.pubs.asahq.org/article.aspx?articleid=1932775.

ADDITIONAL QUANTITY LIMIT INFORMATION

Wildcard Target Target |Strength |Additional QL Information Targeted |Effective | Term
Brand Generic NDCs Date |Date
Agent Agent When
Name(s) | Name(s) Exclusions
Exist
580600900|Zurzuvae |zuranolone |30 MG  |*Quantity limit is cumulative across
00130 cap all strengths. 30 mg will be limited
to a maximum of 14 per 365.
580600900|Zurzuvae |zuranolone |20 MG ; [*Quantity limit is cumulative for the 11-17-
001 20 MG, cap 20 MG, |25 MG ; |20mg and 25 mg strengths. 2023
Zurzuvae |zuranolone |30 MG
25 MG cap 25 MG

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Quantity limit for the Target Agent(s) will be approved when ONE of the following is met:

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. The requested quantity (dose) exceeds the program quantity limit AND ONE of the following:

A.  BOTH of the following:
1. The requested agent does NOT have a maximum FDA labeled dose for the
requested indication AND
2. There is support for therapy with a higher dose for the requested indication OR
B. BOTH of the following:

1. The requested quantity (dose) does NOT exceed the maximum FDA labeled
dose for the requested indication AND

11



http://https/anesthesiology.pubs.asahq.org/article.aspx?articleid=1932775.
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Module Clinical Criteria for Approval

2. There is support for why the requested quantity (dose) cannot be achieved with
a lower quantity of a higher strength that does NOT exceed the program
quantity limit OR
C. BOTH of the following:
1. The requested quantity (dose) exceeds the maximum FDA labeled dose for the
requested indication AND
2. There is support for therapy with a higher dose for the requested indication

Length of Approval: up to 12 months

12
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Quantity Limit

FDA LABELED INDICATIONS AND DOSAGE
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Agent(s) FDA Indication(s) Notes Ref#
Akynzeo® In combination with dexamethasone in 1
adults for the prevention of acute and
(netupitant/palonosetron) delayed nausea and vomiting associated
with initial and repeat courses of cancer
Capsule chemotherapy, including, but not limited to,
highly emetogenic chemotherapy
Anzemet® Prevention of nausea and vomiting 2
associated with moderately emetogenic
(dolasetron) cancer chemotherapy, including initial and
repeat courses in adults and children 2
Tablet years of age and older
Emend® Emend capsules *generics available |3
(aprepitant) In combination with other antiemetic
agents, in patients 12 years of age and older
Capsule* for the prevention of:

Oral suspension

o Acute and delayed nausea and
vomiting associated with initial and
repeat courses of highly emetogenic
chemotherapy (HEC) including high-
dose cisplatin

o Nausea and vomiting associated
with initial and repeat courses of
moderately emetogenic cancer
chemotherapy (MEC)

Emend oral suspension
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Agent(s)

FDA Indication(s)

Notes

Ref#

In combination with other antiemetic
agents, in patients 6 months of age and
older for the prevention of:

o Acute and delayed nausea and
vomiting associated with initial and
repeat courses of highly emetogenic
cancer chemotherapy (HEC)
including high-dose cisplatin

o Nausea and vomiting associated
with initial and repeat courses of
moderately emetogenic cancer
chemotherapy (MEC)

Limitations of use:

Emend has not been studied for treatment
of established nausea and vomiting
Chronic continuous administration of
Emend is not recommended

granisetron**

Tablet

Prevention of nausea and/or vomiting
associated with initial and repeat courses of
emetogenic cancer therapy, including high
dose cisplatin

Prevention of nausea and/or vomiting
associated with radiotherapy

**available as
generic only

ondansetron**
Tablet
Oral disintegrating tablet

Oral solution

Prevention of nausea and vomiting
associated with highly emetogenic cancer
chemotherapy, including cisplatin greater
than or equal to 50 mg/m*2

Prevention of nausea and/or vomiting
associated with initial and repeat courses of
moderately emetogenic cancer therapy
Prevention of nausea and vomiting
associated with radiotherapy in patients
receiving either total body irradiation, single
high-dose fraction to the abdomen, or daily
fractions to the abdomen

** available as
generic only

7,15
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Agent(s) FDA Indication(s) Notes Ref#
e Prevention of postoperative nausea and/or
vomiting
Sancuso® e Prevention of nausea and vomiting in 5

(ganisetron)

Transdermal patch

patients receiving moderately and/or highly
emetogenic chemotherapy for up to 5
consecutive days

Varubi®
(rolapitant)

Tablet

e Used in combination with other antiemetic 6
agents in adults for the prevention of
delayed nausea and vomiting associated
with initial and repeat courses of
emetogenic cancer chemotherapy,
including, but not limited to, highly
emetogenic chemotherapy

CLINICAL RATIONALE

Guidelines

Multiple randomized clinical trials along with current guidelines in antiemesis
demonstrate that granisetron (oral and injectable), ondansetron (oral and
injectable), palonosetron (injectable), and dolasetron (oral) are largely
therapeutically equivalent and considered first line treatment for chemotherapy
induced nausea and vomiting (CINV), radiation induced nausea and vomiting
(RINV) and postoperative nausea and vomiting (PONV) and are associated with
relatively few mild adverse events.(9-11)

Chemotherapy and Radiation
Therapy Induced Nausea and
Vomiting

Nausea and vomiting caused by anticancer agents and/or radiation therapy (RT)
can have significant impact on a patient’s quality of life, leading to poor
compliance with further anticancer agents and/or RT. In addition, nausea and/or
vomiting can result in dehydration, metabolic imbalances, degeneration of self-
care and functional ability, nutrient depletion, anorexia, decline of the patient’s
performance status and mental status, wound dehiscence, esophageal tears, and
withdrawal from potentially useful or curative anticancer treatment.(10)

The incidence and severity of nausea and/or vomiting in patients receiving
anticancer agents and/or RT are affected by several factors including specific
chemotherapy agents, dose, route of administration, schedule of administration,
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radiation target, and patient variability (age, sex, prior chemotherapy, history of
alcohol use, etc.). In highly emetogenic regimens more than 90% of patients will
experience episodes of vomiting but only about 30% will do so when given
antiemetic prophylactic therapy.(10)

Vomiting is triggered by afferent impulses to the vomiting center from the
chemoreceptor trigger zone, pharynx and gastrointestinal tract (Gl), and cerebral
cortex. The principal chemoreceptors involved in the emetic response are the
serotonin and dopamine receptors. Additional neuroreceptors stimulated
include acetylcholine, corticosteroid, histamine, cannabinoid, opioid, and
neurokinin-1 receptors. Due to the variety of receptors involved and no final
common pathway for emesis identified, multiple agents are used to block
different pathways to provide a synergistic effect in an antiemesis prophylactic
regimen.(10)

There are several identified classes of CINV including acute onset (typically
occurs within the first few minutes to hours after chemotherapy administration),
delayed onset (occurs more than 24 hours after chemotherapy dosing),
anticipatory (occurs prior to chemotherapy administration and is considered a
conditioned response), breakthrough (occurs despite prophylactic treatment and
requires “rescue” antiemetic agents), and refractory (occurs during subsequent
chemotherapy treatment cycles despite prophylactic and rescue therapy).(10)

National Comprehensive Cancer Network (NCCN) Guidelines recommend
antiemetic therapy begins prior to chemotherapy and continues for the same
length of time as the duration of the emetic activity of the drug given. The
frequency of chemotherapy induced emesis depends mostly on the potential for
the regimen to cause nausea and vomiting. Many chemotherapy regimens have
been categorized by their potential to cause emesis. The classification (i.e., high,
moderate, low, minimal) is based on the percentage of patients that experience
acute emesis. High emetogenic risk is defined as 90% or more of patients,
moderate risk has 30%-90% of patients, low risk is between 10% and 30% of
patients, and minimal risk is less than 10% of patients experience acute
emesis.(10)

The American Society of Clinical Oncology (ASCO) Practice Guidelines for
Antiemetics in Oncology recommends that for patients who receive high-risk
radiation therapy, patients receive a 5-HT3 antagonist before each radiation
fraction and at least 24 hours after completing radiation therapy. Patients should
also be given a five-day course of dexamethasone during fractions one to five.(9)
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NCCN recommends starting pretreatment for each day of radiation therapy
treatment with either granisetron or ondansetron, with or without
dexamethasone.(10)

NCCN suggests when a serotonin (5-HT3) antagonist is used as part of an
antiemetic regimen that does not include an NK-1 antagonist, either
palonosetron or granisetron extended-release injection is the preferred 5-HT3
antagonist compared to the other 5-HT3 antagonists [i.e., ondansetron,
granisetron (tablets, intravenous injection), dolasetron], due to longer half-life and
prolonged inhibition of the 5-HT3 receptor.(10)

NCCN and ASCO recommend the following for CINV and RINV:(9-10)

Emetic Risk | Antiemetic Therapy

IV Chemotherapy Acute and Delayed Emesis Prevention

olanzapine + NK-1RA + 5-HT3 +
DEX

High Emetic Risk (preferred)
olanzapine + palonosetron IV
+DEX
NK-1RA + 5-HT3 + DEX
5-HT3 + DEX
NK-1RA + 5-HT3 + DEX
olanzapine + palonosetron IV

Moderate Emetic Risk

+DEX
DEX
metoclopramide
Low Emetic Risk prochlorperazine
5-HT3 (excluding palonosetron
V)
Minimal Emetic Risk No routine prophylaxis
Oral Chemotherapy Acute and Delayed Emesis Prevention
High to Moderate Emetic Risk Oral 5-HT3
Low to Minimal Emetic Risk Oral 5-HT3
metoclopramide
(PRN recommended) prochlorperazine
Breakthrough Treatment
Breakthrough Treatment olanzapine (atypical

antipsychotic)
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(preferred)
dolasetron, granisetron,
ondansetron (5-HT3)
lorazepam (benzodiazepine)
dronabinol, nabilone

: (cannabinoid)
regimen DEX (steroid)
prochlorperazine, promethazine
(phenothiazine)
haloperidol, metoclopramide,
scopolamine patch (other)

Add one agent from a different
drug class to the current

Radiation-induced
Radiation therapy — upper Oral granisetron + DEX
abdomen/localized sites Oral ondansetron + DEX
Oral granisetron + DEX
Oral ondansetron + DEX
See emesis prevention for
chemotherapy-induced
nausea/vomiting

Total body irradiation

Chemotherapy and radiation
therapy

Pediatric patients

5-HT3 + DEX + aprepitant
5-HT3 + DEX + fosaprepitant
High emetic risk 5-HT3 + DEX
palonosetron + aprepitant
palonosetron + fosaprepitant
5-HT3 +DEX
Moderate emetic risk 5-HT3 +aprepitant
5HT-3 + fosaprepitant
ondansetron
granisetron
Should not be offered routine
antiemetic prophylaxis

Low emetic risk

Minimal emetic risk

NK-1RA (aprepitant, fosaprepitant, netupitant, rolapitant) = neurokinin 1
antagonist; 5-HT3 = Serotonin 5-HT3 antagonist (dolasetron, granisetron,
ondansetron, palonosetron 1IV); DEX = dexamethasone

In a comparative clinical trial, the granisetron transdermal patch was shown to
be non-inferior to oral granisetron in the prevention of nausea and
vomiting.(4) The granisetron transdermal patch must be applied 24-48 hours
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before the start of chemotherapy. Patients often have blood counts tested on
the day of chemotherapy and if they do not qualify for chemotherapy that day,
the patch may be wasted. The manufacturer of the granisetron patch does
provide free replacement patches to patients that waste one.(5)

Postoperative Nausea and
Vomiting

Nausea and vomiting are two of the most common adverse events in the
postoperative period with an estimated incidence of 30% in the general surgical
population and as high as 80% in high risk patients. Unresolved postoperative
nausea and vomiting (PONV) is a highly distressing experience and may result in
prolonged post anesthesia care unit stay and unanticipated hospital admission
that leads to a significant increase in overall health care costs. The goal of PONV
prophylaxis is to decrease the incidence of PONV, patient-related distress, and
health-care costs.(11)

Optimal management of PONV is a complex process. There are numerous
antiemetics with varying pharmacokinetics, efficacy, and side-effect profiles,
thus the choice of an antiemetic will depend on the clinical context. The benefit
of PONV prophylaxis also needs to be balanced with the risk of adverse effects.
At an institutional level, the management of PONV is also influenced by factors
such as cost-effectiveness, drug availability, and drug formulary decisions.(11)

The Society for Ambulatory Anesthesiology has published Consensus Guidelines
for the management of postoperative nausea and vomiting. The goals of these
guidelines include:(11)

o |dentification of reliable predictors of PONV risks in adults and
postoperative vomiting in children

o Establishment of interventions which reduce baseline risks for PONV

o Identify the most effective antiemetic single therapy and combination
therapy regimens for PONV prophylaxis

o Evaluation of the efficacy of PONV and post-discharge nausea and
vomiting (PDNV) treatment with or without prior PONV prophylaxis

o Determination of the optimal dosing and timing of antiemetic prophylaxis

e Appraisal of the cost-effectiveness of PONV management strategies

o Creating an algorithm to summarize the risk stratification, risk reduction,
prophylaxis, and treatment of PONV

o Evaluating the management of PONV recovery pathways

e Proposal of a research agenda for future studies

Risk for PONV in adults can be identified using an assessment called Apfel’s
simplified risk score for identification of high-risk patients. Patients are given 1
point for each of the following when met:(11)
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o Female gender

e Non-smoker

e History of PONV and/or motion sickness
o Postoperative opioids

A score of 0, 1, 2, 3, and 4 correlates with an approximate risk of PONV of 10%,
20%, 40%, 60% and 80% respectively. Patients with a score of 0-1 are classified
as low risk, a score of 2 is medium risk, and a score of 3-4 indicates high risk.(11)

Risk for PDNV in adults can also be assessed using an assessment also by Apfel
et al. Patients are given 1 point for each of the following when met:(11)

o Female gender

e History of PONV

e Agelessthan 50

e Use of opioids in postanesthesia care unit (PACU)
e Nauseain PACU

A score of 0,1, 2, 3, 4, or 5 correlates with an approximate risk of PDNV of 10%,
20%, 30%, 50%, 60%, and 80% respectively.(11)

The risk factors for POV/PONV in children are different from those in adults.
Pediatric patients are evaluated using a Simplified Risk Score from Eberhart et
al. Similar to the adult risk factor assessments, patients are given 1 point for
each risk factor met.(11)

e Surgery greater than or equal to 30 minutes
e Age greater than or equal to 3 years

e Strabismus surgery

e History of POV or family history of PONV

A score of 0, 1, 2, 3, or 4 correlates with an approximate risk of POV of 10%, 10%,
30%, 50%, and 70% respectively.(11)

The guidelines recommend the use of multimodal prophylaxis in patients with
one or more risk factors for PONV. Patients with 1-2 risk factors for PONV should
receive 2 agents for prophylaxis of PONV and patients with greater than 2 risk
factors should receive 3-4 agents for prophylaxis. Ondansetron is the most
commonly used and studied 5-HT3 receptor antagonist and is considered the
gold standard in PONV management.(11)
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There is not sufficient evidence for the guidelines to guide the clinician to select
the most effective individual antiemetic over other combination therapies with
the exception of using agents from a different pharmacologic class.
Recommended agents for adults and children (listed in alphabetical order) are
the following: (Please note: Not all products are available in the United States
and not all products are FDA labeled for PONV)(11)

Adults

e Amisulpride (I1V)

e Aprepitant (oral)

e Casopitant (oral)

e Dexamethasone (V)

e Dimenhydrinate (1V)

e Dolasetron (IV)

e Droperidol (1V)

e Ephedrine (IM)

e Granisetron (IV)

e Haloperidol (IM/1V)

e Methylprednisolone (1V)

e Metoclopramide (oral)

e Ondansetron (IV or oral disintegrating tablet)
e Palonosetron (1V)

e Perphenazine (IV)

e Promethazine (oral)

e Ramosetron (IV)

¢ Rolapitant (oral)

e Scopolamine (transdermal patch)
e Tropisetron (IV)

Pediatrics

e Aprepitant (IV)

e Dexamethasone (IV)
e Dimenhydrinate (1V)
e Dolasetron (IV)

e Droperidol (V)

e Granisetron (IV)

e Ondansetron (IV)

e Palonosetron (IV)

e Tropisetron (IV)
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Nausea and Vomiting of
Pregnancy(12)

American College of Obstetricians and Gynecologists (ACOG, 2018)
recommends the following for nausea and vomiting during pregnancy:(12)

Taking prenatal vitamins for one month before conception may reduce
the incidence and severity of nausea and vomiting of pregnancy
Treatment of nausea and vomiting of pregnancy with vitamin B6 or
vitamin B6 plus doxylamine is safe and effective and should be
considered first-line pharmacotherapy. Medications for which there are
some safety data and evidence of efficacy include anticholinergics and
metoclopramide. Evidence is limited on the safety or efficacy of the 5-
HT3 inhibitors (e.g., ondansetron) for nausea and vomiting of pregnancy;
however, because of their effectiveness in reducing chemotherapy-
induced emesis, their use appears to be increasing.

Safety

Akynzeo (netupitant and palonosetron) has no FDA labeled
contraindications(1)
Anzemet (dolasetron mesylate) is contraindicated in:(2)
o Patients known to have hypersensitivity to the drug
Emend (aprepitant) is contraindicated in:(3)
o Known hypersensitivity to any component of this drug
o Concurrent use with pimozide
Granisetron is contraindicated in:(4)

o Patients with known hypersensitivity to the drug or any of its

components
Sancuso (granisetron) is contraindicated in:(5)

o Known hypersensitivity to granisetron or to any of the components

of the transdermal system
Varubi (rolapitant) is contraindicated in:(6)

o Use with CYP2D6 substrates with narrow therapeutic index (e.qg.,
thioridazine and pimozide)

o Pediatric patients less than two years of age because of
irreversible impairment of sexual development and fertility in
juvenile rats

ondansetron is contraindicated in:(7,15)

o Patients known to have hypersensitivity (e.g., anaphylaxis) to
ondansetron or any components of the formulation

o Concomitant use of apomorphine

10
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QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval
Akynzeo, Quantity limit for Akynzeo, Emend, or Varubi will be approved when ONE of the following is met:
Emend,
Varubi QL 1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. The patient has cancer chemotherapy related nausea and vomiting and the patient will be
receiving chemotherapy more than 7 days per month OR
3. There is support for the use of the requested agent for the requested diagnosis and
quantity
Length of Approval: 12 months
Anzemet, Quantity limit for Anzemet, granisetron, or ondansetron/ondansetron ODT will be approved
granisetron, |when ONE of the following is met:
ondansetron/
ondansetron 1. The requested quantity (dose) does NOT exceed the program quantity limit OR
ODT QL 2. The patient has cancer chemotherapy related nausea and vomiting and will be receiving
chemotherapy more than 7 days per month OR
3. The patient has delayed emesis in highly emetogenic chemotherapy OR
4. The patient has hyperemesis gravidarum OR
5. The patient has radiation therapy induced nausea and vomiting for radiation treatment
that extends beyond 7 days per month OR
6. There is support for the use of the requested agent for the requested diagnosis and
quantity
Length of Approval: 12 months
Sancuso QL [Quantity limit for Sancuso will be approved when ONE of the following is met:

1.
2.

The requested quantity (dose) does NOT exceed the program quantity limit OR
The patient has cancer chemotherapy related nausea and vomiting and will be receiving
chemotherapy more than 14 days per month OR

. There is support for the use of the requested agent for the requested diagnosis and

quantity

Length of Approval: 12 months

12
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FDA LABELED INDICATIONS AND DOSAGE
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Agent(s) FDA Indication(s) Notes Ref#
Brexafemme® Treatment in adult and post-menarchal pediatric females 14
for:
(ibrexafungerp)
e Vulvovaginal candidiasis (VVC)
Tablets e Reduction in the incidence of recurrent vulvovaginal
candidiasis (RVVC)
Cresemba® Treatment of invasive aspergillosis and invasive 1

(isavuconazonium)

mucormycosis as follows:

e Injection: adults and pediatric patients 1 year of age

Capsule and older
e Capsules: adults and pediatric patients 6 years of
Injection age and older who weigh 16 kilograms and greater
Noxafil® Oral Suspension: treatment of oropharyngeal candidiasis |*generic available |2

(posaconazole)

Delayed-release (DR)
tablet*

Intravenous
injection*

Oral suspension*

PowderMix for DR
oral suspension

including oropharyngeal candidiasis refractory to
itraconazole or fluconazole in adults and pediatric patients
13 years of age and older.

Injection and delayed-release (DR) tablets: treatment of
invasive aspergillosis in adults and pediatric patients 13
years of age and older.

Prophylaxis of invasive Aspergillus and Candida infections
in patients who are at high risk of developing these
infections due to being severely

immunocompromised, such as hematopoietic stem cell
transplant (HSCT) recipients with graft-versus-host
disease (GVHD) or those with hematologic malignancies
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Agent(s) FDA Indication(s)

Notes

Ref#

with prolonged neutropenia from chemotherapy as
follows:

Injection: adults and pediatric patients 2 years of
age and older

DR tablets: adults and pediatric patients 2 years of
age and older who weigh greater than 40 kg

Oral suspension: adults and pediatric patients 13
years of age and older

PowderMix for DR oral suspension: pediatric
patients 2 years of age and older who weigh 40 kg
or less

Vfend®, Treatment of adults and pediatric patients 2 years of age
Voriconazole and older with:

(voriconazole)*
Intravenous injection
Oral suspension

Tablet

Invasive aspergillosis

Candidemia in non-neutropenics and other deep
tissue Candida infections

Esophageal candidiasis

Serious fungal infections caused by Scedosporium
apiospermum and Fusarium species, including
Fusarium solani, in patients intolerant of, or
refractory to, other therapy

*generic available

3

Vivjoa® Reduce the incidence of recurrent vulvovaginal candidiasis
(RVVC) in females with a history of RVVC who are NOT of

(oteseconazole) reproductive potential

Capsule

17

CLINICAL RATIONALE

Invasive Aspergillosis

IDSA Guidelines recommend primary treatment with voriconazole for invasive
aspergillosis. Alternative therapies include liposomal amphotericin B,
isavuconazole, or other lipid formulations of amphotericin B. An individualized
approach should be used for refractory or progressive aspergillosis (salvage
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therapy) that include lipid formulations of amphotericin B, micafungin,
caspofungin, posaconazole, or itraconazole.(5)

Solid organ transplant (SOT) patients have a significant risk of invasive fungal
diseases (IFD) caused mainly by Candida, Aspergillus, and Cryptococcus with
invasive candidiasis being the most frequent infection. Correct identification of
patients at increased risk of fungal infection is key to IFD prevention. The
selection of universal prophylaxis vs. targeted prophylaxis is based on the type of
transplant. Choice of prophylaxis must consider the effectiveness, safety, side-
effects, and drug interactions of the antifungal selected.(9) The 2013 guidelines
from the American Society of Transplantation recommend amphotericin B,
itraconazole, fluconazole, voriconazole, posaconazole, and/or an echinocandin,
depending on the specific situation.(11,12) Patients undergoing hematopoietic
stem cell transplants (HSCT) are at an increased risk of infection with infection
being the primary cause of death in 8% of autologous HSCT patients and 17%-
20% of allogeneic HCT recipients. Risk factors for fungal infection in this
population includes mucositis, neutropenia, and graft versus host disease
(GVHD). Additionally, allogeneic transplant recipients are at a significantly higher
risk for fungal infection than those receiving autologous marrow stem cells.
Guidelines recommend fluconazole as the drug of choice for the prophylaxis of
invasive candidiasis though there is increasing resistance to fluconazole.(13)

IDSA recommends prophylaxis for invasive aspergillosis (I1A) with
posaconazole as a first-line treatment during prolonged neutropenia for those
who are at high risk, followed by voriconazole and/or micafungin. Itraconazole
is noted to be effective, but therapy may be limited by absorption and
tolerability. Patients at high risk for IA include those with prolonged
neutropenia, allogeneic HSCT recipients, SOT (with lung transplant recipients
having the highest risk), patients receiving corticosteroids, those with advanced
AIDS, and those with chronic granulomatous disease. In patients with
hematologic malignancies, myelodysplastic syndrome (MDS), and other
diseases associated with marrow failures (e.g., aplastic anemia), the intensity
and duration of neutropenia predicts the risk of IA. Patients with refractory or
relapsed acute leukemia treated with reinduction regimens are at particularly
high risk for IA and other mold infections. The IDSA guidelines for antifungal
prophylaxis recommend a systemic triazole such as voriconazole or
itraconazole after lung transplant over amphotericin B. IDSA recommends
posaconazole for prophylaxis against aspergillus in HSCT recipients with GVHD
at high risk.(5)
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Esophageal candidiasis and
candidemia

Infectious Diseases Society of America (IDSA) Guidelines note that systemic
antifungal therapy is always required and they recommend fluconazole as the
first-line oral therapy for esophageal candidiasis and candidemia in
nonneutropenic patients. For patients with fluconazole-refractory disease,
itraconazole or voriconazole is recommended. Guidelines note that voriconazole
is as efficacious as fluconazole in the treatment of fluconazole-refractory
mucosal candidiasis. While voriconazole has demonstrated effectiveness for
both mucosal and invasive candidiasis, it offers little advantage over fluconazole
as initial therapy for candidemia. Its clinical use has been primarily for step-down
oral therapy in select patients with candidemia due to C. krusei.(4)

Oropharyngeal candidiasis

First-line therapy recommendation for oropharyngeal candidiasis from IDSA
Guidelines includes clotrimazole troches or nystatin suspension for mild disease.
For moderate to severe disease, oral fluconazole shows high-quality evidence
and is given a strong recommendation. For fluconazole-refractory disease,
itraconazole, posaconazole, voriconazole, or amphotericin B are
recommended.(4)

Vulvovaginal candidiasis

IDSA Guidelines recommend as first-line therapy for the treatment of
uncomplicated vulvovaginal candidiasis (VVC) any topical antifungal agent (with
no one agent superior to another) or a single oral dose of fluconazole 150 mg. In
severe cases, the recommendation is fluconazole 150mg given every 72 hours
for a total of 2 or 3 doses.(4)

IDSA defines VVC as recurrent when at there at least four episodes of
symptomatic infection within one year. For recurring vulvovaginal candidiasis
(RVVC), 10 to 14 days of induction therapy with a topical agent or oral
fluconazole, followed by fluconazole 150 mg weekly for 6 months is
recommended. For C. glabrata vulvovaginitis that is unresponsive to oral azoles,
topical intravaginal boric acid capsules or nystatin intravaginal suppositories
have a strong recommendation but the quality of evidence is low.(4)

Newer agents, Brexafemme and Vivjoa, do not have current IDSA guideline
recommendations for treatment of RVVC. Patients who may benefit from with
Brexafemme or Vivjoa, include those who are allergic to fluconazole and other
triazoles, do not tolerate fluconazole or other triazoles, and/or have candida
infections that are resistant to fluconazole.(16,17)

Efficacy

Brexafemme is FDA labeled and was evaluated for use in post-menarchal
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females with vulvovaginal candidiasis (VVC) in two randomized placebo-
controlled clinical trials (Trial 1, NCT03734991 and Trial 2, NCT03987620). The
trials had a similar design and were conducted to evaluate the safety and
efficacy of a single day of Brexafemme 600 mg (two 150 mg tablets per dose,
administered 12 hours apart) for the treatment of VVC. In both trials,
statistically significantly greater percentages of patients experienced a
complete clinical response at TOC, negative culture at TOC, and complete
clinical response at follow-up treatment with Brexafemme compared to
placebo.(14)

Brexafemme is FDA labeled for use in post-menarchal females with RVVC. A
randomized placebo-controlled clinical trial (Trial 3, NCT04029116) was
conducted to evaluate the safety and efficacy of Brexafemme 300 mg (two 150
mg tablets) administered approximately 12 hours apart for one day, for a total
daily dosage of 600 mg (four 150 mg tablets) administered once monthly for six
months. Non-pregnant post-menarchal females presenting with a symptomatic
VVC episode and a history of RVVC (at least 3 episodes of VVC in the previous
12 months) were eligible. Patients were randomized at a 1:1 ratio to receive
double-blind Brexafemme or placebo administered as a single-day treatment
repeated every 4 weeks for a total of 6 single-day treatments. Study visits
included the test of cure (TOC) at Week 24 (4 weeks after the last dose) and a
follow-up visit at Week 36. Clinical Success at Week 24 and 36 was greater for
Brexafemme compared to placebo.(14)

Vivjoa is FDA labeled to reduce the incidence of RVVC in females with a history
of RVVC who are NOT of reproductive potential. A total of 656 adults and post-
menarchal pediatric females with RVVC (defined as greater than or equal to 3
episodes of vulvovaginal candidiasis (VVC) in a 12-month period. Both trials
consisted of two phases: an open-label induction phase and an 11-week
maintenance phase. Patients received three sequential doses of 150 mg of
fluconazole on Days, 1, 4 and 7 during the induction phase. Patients returned 14
days after the first dose of fluconazole and if the acute VVC episode was
resolved (signs and symptoms score < 3) they were randomized (2:1) to receive
either 150 mg of Vivjoa or placebo for 7 days followed by 11 weekly doses in the
maintenance phase. Vivjoa was superior to placebo in patients through Week 48,
with acute VVC episodes, or who took medication known to treat VVC during the
Maintenance Phase through Week 48.(17) A third trial, was a randomized,
double-blind trial evaluating the efficacy and safety of Vivjoa versus fluconazole
and placebo in adults and post-menarchal pediatric females with RVVC. During
the induction phase, patients received 1050 mg of Vivjoa over two days
(4x150mg) on Day 1 and (3x150mg) on Day 2 or three sequential doses of 150
mg of fluconazole on Days, 1, 4 and 7. Patients returned 14 days after the first
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dose and moved to the maintenance phase if the acute VVC episode was
resolved. During the maintenance phase, patients received 150 mg Vivjoa weekly
or placebo weekly for 11 weeks with an additional post randomization phase
through Week 50. Vivjoa was superior to fluconazole/placebo in all groups of
patients.(17)

Rare fungal infections

The European Confederation of Medical Mycology (ECMM) together with the
Mycoses Study Group Education & Research Consortium brought together
authors from 33 countries to publish a global guideline for the diagnosis and
management of mucormycosis. Mucormycosis is a difficult to diagnose rare
disease with high morbidity and mortality. Diagnosis of mucormycosis is
recommended using biopsy, direct microscopy, histopathology, culture and
molecular-based methods. First-line treatment with high-dose liposomal
amphotericin is strongly supported across all patterns of organ involvement.
Isavuconazole is recommended with moderate strength for the first-line
treatment of mucormycosis. The group marginally supports use of posaconazole
oral suspension, and moderately supports posaconazole delayed release tablets
and infusion for first-line treatment. (6) Isavuconazonium has shown activity
against Mucorales such as Rhizopus oryzae and Mucormycetes species.(1)

Scedosporium species are typically resistant to polyenes (amphotericin B) as well
as to fluconazole and has shown reduced susceptibility to echinocandins
(micafungin, casprofungin, and anidulafungin). The high degrees of intrinsic
antifungal resistance among this species make these infections difficult to
manage. Most international guidelines recommend voriconazole as first-line
therapy; however, antifungal combination therapy has emerged as a promising
option because therapeutic effect can be achieved at lower concentrations
thereby reducing toxic side effects, improving safety and tolerability, and
shortening the therapeutic effect while potentially preventing treatment

failure. Fusarium are some of the more difficult fungi to treat because they often
display high levels of resistance to existing antifungal agents. Itraconazole,
voriconazole, isavuconazole, posaconazole and amphotericin B are all treatment
possibilities based on in-vitro data with variable susceptibility.(7)

Safety

Brexafemme is contraindicated in:(14)

e Pregnancy
o Patients with hypersensitivity to ibrexafungerp

Cresemba is contraindicated in the following:(1)

o Patients with known hypersensitivity to isavuconazonium
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e Coadministration with string CYP3A4 inhibitors, such as ketoconazole or
high-dose ritonavir

e Coadministration with strong CYP3A4 inducers, such as rifampin,
carbamazepine, St. John's wort, or long acting barbiturates

o Patients with familial short QT syndrome

Noxafil is contraindicated in:(2)

o Patients with known hypersensitivity to posaconazole or other azole
antifungal agents
e Concomitant administration with:
o Sirolimus
o CYP3A4 substrates that prolong the QT interval (pimozide,
quinidine)
o HMG-CoA reductase inhibitors primarily metabolized through
CYP3A4 (atorvastatin, lovastatin, simvastatin)

Vfend is contraindicated in:(3)

o Patients with known hypersensitivity to voriconazole or its excipients
e Concomitant administration with:

o pimozide, quinidine or ivabradine because of increased plasma
concentrations of these drugs that can lead to QT prolongation or
rare occurrences of torsade de pointes

o Sirolimus significantly increases sirolimus concentrations

o Rifampin, carbamazepine, long-acting barbiturates, rifabutin, ergot
alkaloids, and St John’s Wort due to risk of loss of efficacy

o Efavirenz doses of 400 mg every 24 hours or higher due to risk of
loss of efficacy

o Ritonavir, high-dose (400 mg every 12 hours) due to risk of loss of
efficacy

o naloxegol, tolvaptan, and lurasidone due to risk of adverse
reactions

o venetoclax at initiation and during the ramp-up phase is
contraindicated in patients with chronic lymphocytic leukemia
(CLL) or small lymphocytic lymphoma (SLL) due to the potential
for increased risk of tumor lysis syndrome

Vivjoa is contraindicated in:(17)

o Females of reproductive potential
e Pregnant and lactating women
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e Hypersensitivity to oteseconazole
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PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Brexafemme |Brexafemme (ibrexafungerp) will be approved when BOTH of the following are met

1. ONE of the following:
A.  BOTH of the following:
1. The patient is an adult or a post-menarchal pediatric patient AND ONE of
the following:
A. The patient has a diagnosis of vulvovaginal candidiasis (VVC) OR
B. BOTH of the following:
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Module Clinical Criteria for Approval
1.  The patient is using the requested agent to reduce the
incidence of recurrent vulvovaginal candidiasis (RVVC)
AND
2. The patient has experienced greater than or equal to
4 episodes of VVC within a 12 month period AND
2. ONE of the following:
A. The patient has tried and had an inadequate response to
fluconazole OR
B. The patient has an intolerance or hypersensitivity to
fluconazole OR
C. The patient has an FDA labeled contraindication to fluconazole OR
B.  The patient has another FDA labeled indication for the requested agent and route
of administration OR
C. The patient has another indication that is supported in compendia for the
requested agent and route of administration AND
2. The patient does NOT have any FDA labeled contraindications to the requested agent
Compendia Allowed: AHFS or DrugDex 1 or 2a level of evidence
Length of Approval: VVC - 3 months, RVVC - 6 months, all other indications - 6 months
NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.
Cresemba Initial Evaluation

Cresemba (isavuconazole) will be approved when BOTH of the following are met:

1. ONE of the following:
A.  The patient has a diagnosis of invasive aspergillosis OR
B. The patient has a diagnosis of invasive mucormycosis OR
C. The patient has another FDA labeled indication for the requested agent and route
of administration OR
D. The patient has another indication that is supported in compendia for the
requested agent and route of administration AND
2. The patient does NOT have any FDA labeled contraindications to the requested agent

Compendia Allowed: AHFS or DrugDex 1 or 2a level of evidence

Length of Approval: 6 months

10
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Module Clinical Criteria for Approval
Renewal Evaluation
Cresemba (isavuconazole) will be approved when ALL of the following are met:

1. The patient has been previously approved for the requested agent through the plan’s
Prior Authorization review process [Note: patients not previously approved for the
requested agent will require initial evaluation review] AND

2. ONE of the following:

A.  BOTH of the following:
1. The patient has a diagnosis of invasive aspergillosis or invasive
mucormycosis AND
2. The patient has continued indicators of active disease (e.g., biomarkers in
serum assay, biopsy, microbiologic culture, radiographic evidence) OR
B. BOTH of the following:
1. The patient has a diagnosis other than invasive aspergillosis or invasive
mucormycosis AND
2. There is support for continued use of the requested agent for the
requested indication AND

3. The patient does NOT have any FDA labeled contraindications to the requested agent

Compendia Allowed: AHFS or DrugDex 1 or 2a level of evidence
Length of Approval: 6 months
Noxafil Initial Evaluation

Noxafil (posaconazole) will be approved when ALL of the following are met:

1. ONE of the following:
A.  The patient has a diagnosis of oropharyngeal candidiasis AND ONE of the
following:
1. The patient has tried and had an inadequate response to itraconazole or
fluconazole OR
2. The patient has an intolerance or hypersensitivity to itraconazole or
fluconazole OR
3. The patient has an FDA labeled contraindication to BOTH fluconazole
AND itraconazole OR
B. BOTH of the following:
1. Therequested agent is prescribed for prophylaxis of invasive Aspergillus
or Candida AND

11
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Module

Clinical Criteria for Approval

2. The patient is severely immunocompromised (e.g., hematopoietic stem
cell transplant [HSCT] recipient, a hematologic malignancy with prolonged
neutropenia from chemotherapy), or is a high-risk solid organ (e.qg., lung,
heart, kidney, liver, pancreas, small bowel) transplant recipient OR

C. The patient has a diagnosis of invasive aspergillosis AND ONE of the following:

1. The patient has tried and had an inadequate response to voriconazole,
amphotericin B, or isavuconazole OR

2. The patient has an intolerance or hypersensitivity to voriconazole,
amphotericin B, or isavuconazole OR

3. The patient has an FDA labeled contraindication to voriconazole,
amphotericin B, AND isavuconazole OR

D. The patient has another FDA labeled indication for the requested agent and route
of administration OR
E. The patient has another indication that is supported in compendia for the
requested agent and route of administration AND
2. If the patient has an FDA approved indication, then ONE of the following:
A.  The patient’s age is within FDA labeling for the requested indication for the
requested agent OR
B.  There is support for using the requested agent for the patient’s age for the
requested indication AND
3. The patient does NOT have any FDA labeled contraindications to the requested agent

Compendia Allowed: AHFS or DrugDex 1 or 2a level of evidence

Length of Approval: oropharyngeal candidiasis - 1 month, all other indications - 6 months

Renewal Evaluation

Noxafil (posaconazole) will be approved when ALL of the following are met:

1. The patient has been previously approved for the requested agent through the plan’s
Prior Authorization review process [Note: patients not previously approved for the
requested agent will require initial evaluation review]. (A diagnosis of oropharyngeal
candidiasis must go through initial criteria) AND

2. ONE of the following:

A.  BOTH of the following:
1. The requested agent is being prescribed for prophylaxis of invasive
Aspergillus or Candida AND

12
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Module Clinical Criteria for Approval
2. The patient continues to be severely immunocompromised (e.g.,
HSCT recipient, a hematologic malignancy with prolonged neutropenia
from chemotherapy), or is a high-risk solid organ (e.g., lung, heart,
kidney, liver, pancreas, small bowel) transplant recipient OR
B. BOTH of the following:
1. The patient has a diagnosis of invasive aspergillosis AND
2. The patient has continued indicators of active disease (e.g., biomarkers in
serum assay, biopsy, microbiologic cultures, radiographic evidence) OR
C. BOTH of the following:
1. The patient has a diagnosis other than invasive aspergillosis or
prophylaxis of invasive Aspergillus or Candida AND
2. There is support for continued use of the requested agent for the
requested indication AND
3. The patient does NOT have any FDA labeled contraindications to the requested agent
Compendia Allowed: AHFS or DrugDex 1 or 2a level of evidence
Length of Approval: 6 months
Vfend Initial Evaluation

Vfend (voriconazole) will be approved when ALL of the following are met:

1. ONE of the following:
A.  The patient has a diagnosis of invasive aspergillosis OR
B. BOTH of the following:
1. The requested agent is being prescribed for prophylaxis of invasive
Aspergillus or Candida AND
2. The patient is severely immunocompromised (e.g., hematopoietic stem
cell transplant (HSCT) recipient, a hematologic malignancy with
prolonged neutropenia from chemotherapy), or is a high-risk solid organ
(e.g., lung, heart, kidney, liver, pancreas, small bowel) transplant
recipient OR
C. The patient has a diagnosis of esophageal candidiasis, candidemia, or other
deep tissue Candida infection AND ONE of the following:
1. The patient has tried and had an inadequate response to fluconazole OR
2. The patient has an intolerance or hypersensitivity to fluconazole OR
3. The patient has an FDA labeled contraindication to fluconazole OR
D. The patient has a serious infection caused by Scedosporium or Fusarium species
OR

13
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Module

Clinical Criteria for Approval

E. The patient has another FDA labeled indication for the requested agent and route
of administration OR
F.  The patient has another indication that is supported in compendia for the
requested agent and route of administration AND
2. If the patient has an FDA labeled indication, then ONE of the following:
A.  The patient’s age is within FDA labeling for the requested indication for the
requested agent OR
B.  There is support for using the requested agent for the patient’s age for the
requested indication AND
3. The patient does NOT have any FDA labeled contraindications to the requested agent

Compendia Allowed: AHFS or DrugDex 1 or 2a level of evidence

Length of Approval: esophageal candidiasis - 1 month, all other indications - 6 months

Renewal Evaluation

Vfend (voriconazole) will be approved when ALL of the following are met:

1. The patient has been previously approved for the requested agent through the plan’s
Prior Authorization review process [Note: patients not previously approved for the
requested agent will require initial evaluation review] AND

2. ONE of the following:

A.  BOTH of the following:

1. The patient has a diagnosis of invasive aspergillosis; serious infection
caused by Scedosporium or Fusarium species; esophageal candidiasis,
candidemia, or other deep tissue Candida infection AND

2. The patient has continued indicators of active disease (e.g., biomarkers in
serum assay, biopsy, microbiologic cultures, radiographic evidence) OR

B. BOTH of the following:

1. The requested agent is being prescribed for prophylaxis of invasive
Aspergillus or Candida AND

2. The patient is severely immunocompromised (e.g., HSCT recipient, a
hematologic malignancy with prolonged neutropenia from
chemotherapy), or is a high-risk solid organ (e.g., lung, heart, kidney, liver,
pancreas, small bowel) transplant recipient OR

C. BOTH of the following:
1. The patient has a diagnosis other than invasive aspergillosis; prophylaxis

of invasive Aspergillus or Candida; serious infection caused by

14
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Module Clinical Criteria for Approval
Scedosporium or Fusarium species; esophageal candidiasis, candidemia,
or other deep tissue Candida infection AND
2. There is support for continued use of the requested agent for the
intended diagnosis AND
3. The patient does NOT have any FDA labeled contraindications to the requested agent
Compendia Allowed: AHFS or DrugDex 1 or 2a level of evidence
Length of Approval: esophageal candidiasis - 1 month, all other indications - 6 months
Vivjoa Vivjoa (oteseconazole) will be approved when BOTH of the following are met:

1. ONE of the following:
A.  ALL of the following:
1. The patient has a diagnosis of recurrent vulvovaginal candidiasis
(RVVC) AND
2. The patient has experienced greater than or equal to 2 episodes of VVC
within a 12 month period AND
3. ONE of the following:
A. The patient will be using fluconazole in combination with the
requested agent OR
B. The patient has tried and had an inadequate response to
fluconazole OR
C. The patient has an intolerance or hypersensitivity to fluconazole
OR
D. The patient has an FDA labeled contraindication to
fluconazole OR
B.  The patient has another FDA labeled indication for the requested agent and route
of administration OR
C. The patient has another indication that is supported in compendia for the
requested agent and route of administration AND
2. The patient does NOT have any FDA labeled contraindications to the requested agent

Compendia Allowed: AHFS or DrugDex 1 or 2a level of evidence
Length of Approval: RVVC - 4 months, all other indications - 6 months

NOTE: If Quantity Limit applies, please refer to Quantity Limit Criteria.

15
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QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval
Universal |Quantity Limit for the Target Agent(s) will be approved when ONE of the following is met:
QL

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. The requested quantity (dose) exceeds the program quantity limit AND ONE of the following:
A.  BOTH of the following:
1. The requested agent does NOT have a maximum FDA labeled dose for the
requested indication AND
2. There is support for therapy with a higher dose for the requested indication OR
B. BOTH of the following:
1. The requested quantity (dose) does NOT exceed the maximum FDA labeled
dose for the requested indication AND
2. There is support for why the requested quantity (dose) cannot be achieved with
a lower quantity of a higher strength that does not exceed the program quantity
limit OR
C. BOTH of the following:
1. The requested quantity (dose) exceeds the maximum FDA labeled dose for the
requested indication AND
2. There is support for therapy with a higher dose for the requested indication

Length of Approval: up to 12 months

16
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FDA LABELED INDICATIONS AND DOSAGE
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Agent(s)

FDA Indication(s)

Notes

Ref#

Relenza
(zanamivir)

Oral inhalation
powder

Treatment of uncomplicated acute illness due to influenza
type A and B infections in adults and pediatric patients aged 7
years and older who have been symptomatic for no more than
2 days

Prophylaxis of influenza in patients aged 5 years and older
Important limitations on use of zanamivir:

e Not a substitute for annual influenza vaccination
e Consider available information on influenza
susceptibility patterns and treatment effects when
deciding whether to use zanamivir
e Not recommended for treatment or prophylaxis of
influenza in:
o Individuals with underlying airways disease
¢ Not proven effective for:
o Treatment in individuals with underlying
airways disease
o Prophylaxis in nursing home settings

Tamiflu®
(oseltamivir)*
Capsule

Oral suspension

Treatment of acute, uncomplicated influenza A and B in
patients 2 weeks of age and older who have been
symptomatic for no more than 48 hours

Prophylaxis of influenza A and B in patients 1 year and older.
Important limitations of use:

¢ Not a substitute for annual influenza vaccination

¢ Consider available information on influenza
susceptibility patterns and treatment effects when
deciding whether to use oseltamivir

*generic available

2
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Agent(s) FDA Indication(s) Notes Ref#

Not recommended for patients with end-stage renal
disease not undergoing dialysis

Xofluza® Treatment of acute uncomplicated influenza in patients 5 4
years of age and older who have been symptomatic for no

(baloxavir more than 48 hours and who are otherwise healthy or at high

marboxil) risk of developing influenza-related complications

Tablet Post-exposure prophylaxis of influenza in persons 5 years of

age and older following contact with an individual who has
Oral suspension |influenza

Limitations of use:

Consider available information on drug susceptibility
patterns for circulating virus strains when deciding
whether to use baloxavir

CLINICAL RATIONALE

Guidelines

Influenza

Antiviral treatment is recommended by the Centers for Disease Control and
Prevention (CDC) as early as possible for any patient with confirmed or
suspected influenza who: is hospitalized, has severe, complicated, or progressive
iliness, or is at higher risk for influenza complications. Antiviral treatment also
can be considered for any previously healthy, symptomatic outpatient not at high
risk for influenza complications, who is diagnosed with confirmed or suspected
influenza, on the basis of clinical judgement, if treatment can be initiated within
48 hours of illness onset. Recommended duration for antiviral treatment is 5
days for oral oseltamivir or inhaled zanamivir. For the treatment of
uncomplicated influenza with intravenous peramivir or oral baloxavir, a single
dose is recommended. Longer daily dosing (oral oseltamivir or intravenous
peramivir) can be considered for patients who remain severely ill after 5 days of
treatment.(5)
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The CDC does not recommend widespread or routine use of antiviral
medications for chemoprophylaxis except as one of multiple interventions to
control institutional influenza outbreaks. Routine use of post-exposure
chemoprophylaxis is not recommended; one reason for this is to avoid sub-
therapeutic treatment dosing if infection is already established, although the
possibility of whether antiviral resistant viruses could emerge is unknown.
Antiviral medications can be considered for chemoprophylaxis to prevent
influenza in certain situations, such as: prevention in people at high risk to
influenza complications during the first two weeks following vaccination after
exposure to a person with influenza, prevention for people at high risk for
complications from influenza who cannot receive influenza vaccine due to a
contraindication after exposure to a person with influenza, and prevention for
people with severe immune deficiencies or others who might not respond to
influenza vaccination, such as people receiving immunosuppressive
medications, after exposure to a person with influenza. To be effective as
chemoprophylaxis, an antiviral medication must be taken each day for the
duration of potential exposure to a person with influenza and continued for 7
days after the last known exposure. For persons taking antiviral
chemoprophylaxis after inactivated influenza vaccination, the recommended
duration is until immunity after vaccination develops (antibody development after
vaccination takes about two weeks in adults and can take longer in children
depending on age and vaccination history). For control of outbreaks in
institutional settings (e.g., long-term care facilities for elderly people and
children) and hospitals, CDC recommends antiviral chemoprophylaxis with oral
oseltamivir or inhaled zanamivir for a minimum of 2 weeks and continuing up to
1 week after the last known case was identified. Antiviral chemoprophylaxis is
recommended for all residents, including those who have received influenza
vaccination. Baloxavir is approved for post-exposure prophylaxis (single-dose) of
influenza in persons aged 5 years and older.(3)

COVID-19 (SARS-CoV-2) and Influenza

During periods of community co-circulation of influenza viruses and SARS-CoV-2,
empiric antiviral treatment of influenza is recommended as soon as possible for
the following priority groups: hospitalized patients with respiratory illness,
outpatients with severe, complicated, or progressive respiratory illness, and
outpatients at higher risk for influenza complications who present with any acute
respiratory illness symptoms (with or without fever). Patients who require
hospitalization and are suspected of having either or both viral infections should
receive influenza antiviral treatment with oseltamivir as soon as possible without
waiting for influenza testing results. Treatment for influenza is the same for all
patients regardless of SARS-CoV-2 coinfection. Clinicians can consider starting
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early (less than or equal to 48 hours after illness onset) empiric antiviral
treatment of non-high-risk outpatients with suspected influenza based upon
clinical judgement. SARS-CoV-2 and other etiologies of influenza-like illness
should also be considered.(5)

Safety Zanamivir is contraindicated in patients with history of allergic reaction to any
ingredient of Relenza, including milk proteins.(1)
REFERENCES
Number |Reference
1|Relenza prescribing information. GlaxoSmithKline. October 2021.

2

Tamiflu prescribing information. Gilead Sciences, Inc. August 2019.

3

Influenza Antiviral Medications: Summary for Clinicians. Center for Disease Control and Prevention.
December 8, 2023. https://www.cdc.gov/flu/professionals/antivirals/summary-clinicians.htm

4

Xofluza prescribing information. Genentech USA, Inc. March 2024.

Influenza and COVID-19. Center for Disease Control and Prevention. December 20, 2023. Available
at: https://www.covid19treatmentguidelines.nih.gov/special-populations/influenza/

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Quantity limit for the Target Agent(s) will be approved when BOTH of the following are met:

1. ONE of the following:
A.  The patient requires additional courses of therapy due to additional episodes of
acute influenza infection OR
B.  The patient requires additional courses or increased duration of therapy for
prophylaxis after exposure to an influenza infected person AND
2. ONE of the following:
A.  There is no shortage of the requested agent and ONE of the following:
1. ALL of the following:
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prescryptive' REWRITING THE SCRIPT

Module

Clinical Criteria for Approval

A. The requested quantity (dose) exceeds the program quantity
limit AND
B. The requested quantity (dose) does NOT exceed the maximum FDA
labeled dose for the requested indication AND
C. The requested quantity (dose) cannot be achieved with a lower
quantity of a higher strength that does not exceed the program
quantity limit OR
2. ALL of the following:
A. The requested quantity (dose) exceeds the program quantity limit
AND
B. The requested quantity (dose) exceeds the maximum FDA labeled
dose for the requested indication AND
C. There is support of therapy with a higher dose for the requested
indication OR
B.  There is a shortage of the requested agent and ONE of the following:
1. ALL of the following:
A. The requested quantity (dose) exceeds the program quantity limit
AND
B. The requested quantity (dose) does NOT exceed the maximum FDA
labeled dose for the requested indication OR
2. ALL of the following:
A. The requested quantity (dose) exceeds the program quantity limit
AND
B. The requested quantity (dose) exceeds the maximum FDA labeled
dose for the requested indication AND
C. There is support of therapy with a higher dose for the requested
indication

Length of Approval: up to 4 months
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Antiretroviral Quantity Limit
Quantity Limit

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL

Module Clinical Criteria for Approval

Universal |Quantity limit for the Target Agent(s) will be approved when ONE of the following is met:

QL
1. The requested quantity (dose) does NOT exceed the program quantity limit OR

2. The requested quantity (dose) exceeds the program quantity limit AND ONE of the
following:
A.  BOTH of the following:
1. The requested agent does NOT have a maximum FDA labeled dose
for the requested indication AND
2. There is support for therapy with a higher dose for the requested
indication OR
B. BOTH of the following:
1. The requested quantity (dose) does NOT exceed the maximum FDA
labeled dose for the requested indication AND
2. There is support for why the requested quantity (dose) cannot be
achieved with a lower quantity of a higher strength that does NOT
exceed the program quantity limit OR
C. BOTH of the following:
1. The requested quantity (dose) exceeds the maximum FDA labeled
dose for the requested indication AND
2. There is support for therapy with a higher dose for the requested

indication

Length of Approval: up to 12 months




prescryptive

REWRITING THE SCRIPT

Arikayce

Prior Authorization with Quantity Limit

FDA APPROVED INDICATIONS AND DOSAGE

Agent(s) FDA Indication(s) Notes Ref#

Arikayce® Indicated in adults, who have limited or no alternative treatment 1
options, for the treatment of Mycobacterium avium complex
(amikacin (MAC) lung disease as part of a combination antibacterial drug
liposome regimen in patients who do not achieve negative sputum cultures
inhalation after a minimum of 6 consecutive months of a multidrug
suspension) |background regimen therapy

Oral Limitations of Use: Arikayce has been studied only in patients with
inhalation refractory MAC lung disease, defined as patients who did not
achieve negative sputum cultures after a minimum of 6
consecutive months of a multidrug background regimen therapy.
The use of Arikayce is not recommended for patients with non-
refractory MAC lung disease.

CLINICAL RATIONALE

Nontuberculous
Mycobacteria (NTM) Lung
Disease

Nontuberculous mycobacteria (NTM) species are mycobacterial organisms other
than those belonging to the Mycobacterium tuberculosis complex. NTM are free-
living organisms, ubiquitous in soil and water worldwide. The most common
species of NTM is Mycobacterium avium complex (MAC) which causes
pulmonary disease. MAC lung disease causes progressive inflammatory lung
damage which often occurs in the context of preexisting lung disease (e.g.,
chronic obstructive pulmonary disease [COPD], bronchiectasis, cystic fibrosis,
previous tuberculosis). As a result, the clinical manifestations of NTM lung
disease (e.g., cough, fatigue, malaise, fever, weight loss, dyspnea, hemoptysis,
chest discomfort) are often similar to those of the underlying disease and
complicate evaluation and diagnosis of NTM pulmonary disease.(3,4,