Uniform Medical Plan coverage limits
Updates effective 7/1/2025

The benefit coverage limits listed below apply to these UMP plans:

Uniform Medical Plan (UMP) Classic (PEBB)

UMP Select (PEBB)

UMP Consumer-Directed Health Plan (UMP CDHP) (PEBB)

UMP Plus-Puget Sound High Value Network (UMP Plus-PSHVN) (PEBB)

UMP Plus-UW Medicine Accountable Care Network (UMP Plus-UW Medicine ACN) (PEBB)

UMP Achieve 1 (SEBB)

UMP Achieve 2 (SEBB)

UMP High Deductible Plan (SEBB)

UMP Plus-Puget Sound High Value Network (UMP Plus-PSHVN) (SEBB)

UMP Plus-UW Medicine Accountable Care Network (UMP Plus-UW Medicine ACN) (SEBB)

Some services listed under these benefits have coverage limits. These limits are either determined
by a Health Technology Clinical Committee (HTCC) decision or a Regence BlueShield medical
policy. The table below does not include every limit or exclusion under this benefit. For
more details, refer to your plan’s Certificate of Coverage.

Uniform Medical Plan Pre-authorization List

The Uniform Medical Plan (UMP) Pre-authorization List includes services and supplies that
require pre-authorization or notification for UMP members.

NOTE: This document includes links to external webpages and documentation. To search inside
this document, use CTRL+F for PCs or Command+F for Macs, and type in your search term.

July 1, 2025

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.


http://www.hca.wa.gov/about-hca/health-technology-assessment/health-technology-reviews
http://www.hca.wa.gov/UMP/Pages/index.aspx

July 1, 2025

Pharmacy

UMP has a separate vendor — Washington State Rx Services - for the prescription drug
benefit. Pre-authorization is necessary for certain injectable drugs that are not normally
approved for self-administration when obtained through a retail pharmacy or a network
mail-order pharmacy. These drugs are indicated on the UMP Preferred Drug List.

Drugs usually payable under the member's medical benefit will continue with the
same Regence process. The Medical Policies associated with these medications are
attached to this document. These Medical Policies can also be found by going to
https://regence.myprime.com/en/forms/coverage-determination/prior-
authorization.html and searching for the specific medication by utilizing CTRL+F.

Medications in blue = HTCC decision followed for UMP members, found at:
https://www.hca.wa.gov/assets/program/HA-PRP-final-findings-decision.pdf

Medications in green = HTCC decision followed for UMP members when the diagnosis is
chronic migraine as of 01/01/18, found at:
https://www.hca.wa.gov/assets/program/chronic-migraine-final-findings-decision-
revised-20220520.pdf

Medications in orange do not yet have policies created, but still require prior
authorization = Falls under the New to Market policy dru517

Infusion Drug Site of Care

Certain provider administered infusion medications covered on the medical benefit are
subject to the Site of Care Program (dru408) medication policy. This policy does not apply
to members covered under UMP Plus plans.

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.


https://www.hca.wa.gov/assets/pebb/ump-preferred-drug-list.pdf
https://regence.myprime.com/en/forms/coverage-determination/prior-authorization.html
https://www.hca.wa.gov/assets/program/HA-PRP-final-findings-decision.pdf
https://www.hca.wa.gov/assets/program/chronic-migraine-final-findings-decision-revised-20220520.pdf
https://www.hca.wa.gov/assets/program/chronic-migraine-final-findings-decision-revised-20220520.pdf
https://www.hca.wa.gov/assets/program/chronic-migraine-final-findings-decision-revised-20220520.pdf

Active Medical Drug Prior Authorization List

Abecma
Abraxane
Actemra
Adakveo
Adbry
Adcetris
Adstiladrin
Adynovate
Adzynma
Afstyla
Ahzantive
Ajovy
Aldurazyme
Alhemo
Alprolix
Altuviiio
Alyglo
Alymsys
Amondys 45
Amtagvi
Amvuttra
Anktiva
Aralast NP
Aucatzyl
Avastin
Aveed
Avsola
Avtozma
Avzivi
Azedra
Azmiro
Bavencio
Beleodaq
Beovu
Beqvez
Berinert
Besponsa
Bizengri
Bkemv
Blincyto
Bomyntra
Botox
Breyanzi
Brineura
Briumvi
Byooviz
Cablivi

Casgevy
Cerezyme
Cimzia
Cingair
Cinryze
Columvi
Compounded
Medications
Conexxence
Cosela
Cosentyx
Crysvita
Cutaquig
Cuvitru
Cyramza
Darzalex
Darzalex Faspro
Datroway
Daxxify
Denosumab-
bnht
Denosumab-
dssb
Durolane
Dysport
Elahere
Elaprase
Elelyso
Elevidys
Eloctate
Elrexfio
Elzonris
Empliciti
Encelto
Enhertu
Enjaymo
Entyvio
Enzeevu
Epkinly
Epysqli
Esperoct
Euflexxa
Evenity
Evkeeza
Exondys
Eylea

Eylea HD

Fabrazyme
Fasenra
Folotyn
Fyarro
Fylnetra
Gamifant
Gazyva
Gel-One
Gel-Syn 3
GenVisc 850
Givlaari
Glassia
Hemgenix
Hemlibra
Herceptin
Herceptin
Hylecta
Hercessi
Herzuma
Hyalgan
Hymovis
Hympavzi
Idelvion
laris
lHumya
Imaavy
Imdelltra
Imfinzi
Imlygic
Imuldosa
Inflectra
Istodax
IVIG/SCIG!
Ixifi
Izervay
Jelmyto
Jemperli
Jivi
Jobevne
Jubbonti
Kadcyla
Kalbitor
Kanuma
Kebilidi
Keytruda
Kimmtrak
Kisunla

Kybella
Kymriah
Kyprolis
Lamzede
Lanreotide
Injection
Lemtrada
Lenmeldy
Legembi
Leqvio
Letybo
Libtayo
Logtorzi
Lucentis
Lumizyme
Lunsumio
Lutathera
Luxturna
Lyfgenia
Lymphir
Margenza
Mepsevii
Monjuvi
Monovisc
Mylotarg
Myobloc
Naglazyme
Neulasta/Onpro
Neupogen
Nexviazyme
Niktimvo
Nivestym
Nplate
Nucala
Nulibry
Nypozi
Ocrevus
Ocrevus Zunovo
Ogivri
Omvoh
Onivyde
Onpattro
Ontruzant
Opdivo
Opdivo Qvantig
Opdualag
Opfolda

Opuviz
Orencia
Orthovisc
Osenvelt
Ospomyv
Otulfi
Oxlumo
Padcev
Palforzia
Palynziq
Pavblu
Pedmark
Penpulimab-
kcgx
Perjeta
Phesgo
Piasky
Pluvicto
Polivy
Pombiliti
Prolaryn
Prolastin-C
Prolia
Provenge
Pyzchiva
Qalsody
Qfitlia
Radicava
Radiesse
Rebinyn
Reblozyl
Rebyota
Releuko
Remicade
Renflexis
Revcovi
Riabni
Rituxan Hycela
Rituxan IV
Rivfloza
Roctavian
Rolvedon
romidepsin
Ruconest
Rybrevant
Ryoncil
Ryplazim

L Includes Asceniv, Bivigam, Carimune, Flebogamma, Gammagard S/D, Gammagard, Gammaplex, Gamunex-C, Gammaked, Hizentra, HyQvia,
Octagam, Panzyga, Privigen, Xembify
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Active Medical Drug Prior Authorization List

Rystiggo
Rytelo
Ryzneuta
Sandostatin LAR
Saphnelo
Sarclisa
Scenesse
Sculptra
Selarsdi
Signifor LAR
Simponi Aria
Site of Care
Skyrizi
Skysona
Soliris
Somatuline
Depot
Somavert
Spevigo
Spinraza
Spravato
Stelara (1V
infusion)
Stegeyma
Stimufend
Stoboclo
Supartz
Supprelin LA
Susvimo
Syfovre
Synagis
SynoJoynt
Synvisc
Synvisc-One
Talvey
Tecartus
Tecelra
Tecentriq
Tecvayli
Tepezza
Testopel
Tevimbra
Tezspire
Tivdak
Tofidence
TriLURON
TriVisc

L Includes Asceniv, Bivigam, Carimune, Flebogamma, Gammagard S/D, Gammagard, Gammaplex, Gamunex-C, Gammaked, Hizentra, HyQvia,

Trodelvy
Tyenne
Tyruko
Tysabri
Tzield
Udencya
Ultomiris
Unloxcyt
Uplizna
Uptravi injection
Ustekinumab-
stba
Vabysmo
Veopoz
Viltepso
Vimizim
Visco-3
VPRIV
Vyepti
Vyloy
Vyondys 53
(golodirsen)
Vyvgart
Vyxeos
Wezlana
Wyost
Xbryk
Xenpozyme
Xeomin
Xgeva
Xipere
Xolair
Ycanth
Yervoy
Yesafili
Yescarta
Yesintek
Yondelis
Zaltrap
Zemaira
Zepzelca
Ziihera
Zilretta
Zolgensma
Zylonta
Zynteglo
Zynyz

Octagam, Panzyga, Privigen, Xembify
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Medication Policy Manual Policy No: dru006

Topic: Botulinum toxin type A injection: Date of Origin: January 1996
e Botox, onabotulinumtoxinA
e Dysport, abobotulinumtoxinA
e Xeomin, incobotulinumtoxinA

e Daxxify, daxibotulinumtoxinA

Committee Approval Date: December 7, 2023 Next Review Date: 2024

Effective Date: January 15, 2024

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity,
generally accepted standards of medical practice, and review of medical literature and
government approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise
their medical judgment in providing the most appropriate care.

Description

Botulinum toxin is a neurotoxin that is injected into a muscle to cause temporary paralysis or
relaxation of that muscle. There are four commercial botulinum toxin type A products
available: Botox (onabotulinumtoxinA), Dysport (abobotulinumtoxinA),Xeomin
(incobotulinumtoxinA), and Daxxify (daxibotulinumtoxinA). Botulinum toxin type B
(rimabotulinum, Myobloc) is covered in a separate policy.

Please note: Botulinum toxin for use in gender affirming care is covered in a separate policy,
Gender-Affirming Care Products, dru757

© 2023 Regence. All rights reserved.
dru006.32 Page 1 of 26
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Policy/Criteria
Most contracts require pre-authorization approval of botulinum toxin type A prior to coverage.
I. Continuation of therapy (COT): Botulinum toxin type A (Botox, Dysport, Xeomin,

Daxxify) may be considered medically necessary for COT when criterion A, B, or C below
are met.

A. For potentially cosmetic indications, including hyperhidrosis, full policy criteria
below must be met for coverage.

OR
B. For all other indications, criteria 1 and 2 below must be met:

1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.

AND

2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.

OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

I1. New starts (treatment-naive patients): Botulinum toxin type A (Botox, Dysport, Xeomin,

Daxxify) may be considered medically necessary when there is clinical documentation
(including, but not limited to chart notes) that criterion A or B below are met:

A. Dystonia or Spastic conditions, due to one of the following diagnoses:
1. Cerebral Palsy
2. Cervical dystonia with torticollis with documentation of involuntary

contractions of the neck muscles resulting in twisting and repetitive
movements, and/or abnormal postures (as documented on physical exam)

3. Demyelinating diseases of CNS, including, but not limited to, central
demyelinating of corpus callosum, leukodystrophy, multiple sclerosis
(MS), neuromyelitis optica (NMO), Schilder's disease

4. Dysphonia, including spasmodic dysphonia, laryngeal spasm; laryngeal
adductor spastic dysphonia, or stridulus

5. Facial nerve disorders (such as blepharospasm, facial/hemifacial
spasms, facial nerve VII disorders, facial myokymia, Melkersson
syndrome)

6. Focal upper limb/hand dystonia (such as Organic writer's cramp)

7. Lower limb spasticity (including increased muscle tone in the ankle
and toes)

© 2023 Regence. All rights reserved.
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8. Oromandibular dystonia (such as orofacial dyskinesia, jaw closure
dystonia, Meige syndrome)

9. Spastic hemiplegia or paraplegia [including hereditary, related to a
stroke (CVA), or related to a spinal cord injury (SCI)]

10. Thoracic outlet syndrome, with documentation of functional
impairment.

11. Torticollis, spasmodic or unspecified, with documentation of

involuntary contractions of the neck muscles resulting in twisting and
repetitive movements, and/or abnormal postures

12. Torsion dystonia [including both symptomatic (acquired) or idiopathic
(primary or genetic; a.k.a. Oppenheim’s dystonia)]

13. Upper limb spasticity

OR
B. Strabismus, resulting in vision changes.
I11. New starts (treatment-naive patients): Botulinum toxin A (Botox, Dysport, Xeomin,

Daxxify) may be considered medically necessary when there is clinical documentation
(including, but not limited to chart notes) for the diagnoses listed below, that one of the
following criterion A through J below is met:

A.

OR

OR

OR
D.

Anal fissures, when prior treatment with one or more therapeutic alternatives,
such as nitroglycerin ointment or diltiazem cream, has been ineffective, not

tolerated, or is contraindicated.

Congenital aganglionic megacolon (Hirschsprung disease), with
documented severe refractory constipation due to increased anal sphincter tone
or withholding and when prior treatment with bowel regimen for constipation
has been ineffective, not tolerated, or is contraindicated.

Endoscopically-administered botulinum, when criteria 1 and 2 below is met:
1. An upper gastrointestinal diagnosis such as (but not limited to)
dysphagia, gastroparesis, or achalasia/cardiospasm (primary).

AND

2. Documented symptoms despite use of standard therapies, such as:

a. Dysphagia: Diet modification (such as smaller meals, softer foods),
and/or occupational therapy.

b. Gastroparesis: Diet modification, promotility medications, such as
metoclopramide, cisapride, erythromycin, or removal/reduction of
underlying etiology (such as taper of opioids).

c. Achalasia/cardiospasm (primary): Dilation therapy, unless the

patient is considered a poor surgical candidate.

Hyperhidrosis (including axillary, palmar and gustatory hyperhidrosis), when
criteria 1 through 3 below are met:

© 2023 Regence. All rights reserved.
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1. The hyperhidrosis is documented as persistent and severe.
AND

2. The hyperhidrosis has resulted in a significant medical complication*
including a through e:
a. Acrocyanosis of the hands.

OR

b. Recurrent skin maceration with secondary bacterial or fungal
infection.
OR

c. Recurrent secondary infections.
OR

d. Persistent eczematous dermatitis.
OR
e. Documentation of inability to perform critical activities of daily
living or demands of employment due to hyperhidrosis.
AND
3. Treatment with at least one of the following has been ineffective, not
tolerated, or all are contraindicated:
a. Prescription antiperspirants [e.g. aluminum chloride hexahydrate
20% (Drysol)].
OR

b. Oral or topical anticholinergics (e.g. glycopyrrolate or oxybutynin).

*PLEASE NOTE: Medical treatment of persistent hyperhidrosis is
considered not medically necessary in the absence of significant medical

complications associated with the condition. Skin irritation, skin
maceration without secondary infection, need for frequent changing of
clothing, or psychosocial distress alone are not considered to be
significant medical complications.
OR
E. Migraine headache, chronic and severe, when criteria 1 through 3 below are
met:
1. A neurologist or headache specialist has thoroughly evaluated the
member and has established and documented a diagnosis of chronic
migraine headaches.

AND

2. Documentation of baseline headache days per month, including the
number of migraines based on a headache diary OR chart notes,

documenting migraine frequency, severity and characteristics.
AND

© 2023 Regence. All rights reserved.
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3. Documentation of an adequate trial of at least ONE prophylactic therapy,
as specified in criteria a through d below were either ineffective, not
tolerated, or ALL are contraindicated:

a. Topiramate OR divalproex sodium (Depakote).

OR

b. A beta blocker (such as propranolol, metoprolol, or atenolol).

OR

c. Venlafaxine OR a tricyclic antidepressant (such as amitriptyline

or nortriptyline).

OR
d. Calcitonin gene-related peptide (CGRP) monoclonal antibody or
oral CGRP antagonists [such as Aimovig (erenumab), Emgality
(galcanezumab), Vyepti (eptinezumab), or Ajovy (fremanezumab),
Nurtec (rimegepant), Qulipta (atogepant)] when used for
prophylaxis.
PLEASE NOTE: CGRPs used for acute abortive therapy [such as
“as needed” rimegepant (Nurtec ODT) or Ubrelvy (ubrogepant)]
are not included in this criterion.
OR
F. Pelvic floor dysfunction (such as due to levator spasm, pelvic floor spasm),
when criteria 1 and 2 below are met:
1. Documented pain and/or functional impairment associated with the pelvic
floor dysfunction, such as pelvic pain, vaginismus, and/or dyspareunia.
AND
2. Prior treatment with another treatment option for pelvic floor dysfunction
(such as physical therapy, muscle relaxants, trigger point injections,
surgery) has been ineffective, not tolerated, or is contraindicated.
OR
G. Raynaud’s syndrome or systemic sclerosis-associated digital ulcers,
when criteria 1 and 2 below is met:
1. Documented pain and/or functional impairment associated with the
vasospasm and/or digital ulcers.
AND
2. Prior treatment with a dihydropyridine calcium channel blocker (such as
amlodipine, nifedipine) or another vasodilator (such as topical
nitroglycerin, a phosphodiesterase type 5 inhibitor, or an angiotensin II
receptor blocker) has been ineffective, not tolerated, or is contraindicated.
OR
H. Sialorrhea (drooling).
OR

© 2023 Regence. All rights reserved.
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I. Urinary incontinence, due to detrusor overactivity [idiopathic or neurogenic
(e.g. due to spinal cord injury, multiple sclerosis) or overactive bladder (OAB)],
when therapy with anticholinergic agents or Myrbetriq (mirabegron) is
ineffective or not tolerated.

OR
dJ. Refractory postherpetic neuralgia (PHN) when criteria 1 and 2 below are
met:

1. Documented pain and/or functional impairment associated with
postherpetic neuralgia, such as a burning, sharp, or stabbing pain that is
constant or intermittent.

AND

2. Documentation that adequate trials of BOTH of the following (criteria a
and b below) were either ineffective, not tolerated, or are contraindicated.
a. A gabapentinoid [such as gabapentin or pregabalin (Lyrica)].
AND
b. A tricyclic antidepressant (TCA, such as amitriptyline or

nortriptyline) OR a serotonin-norepinephrine reuptake inhibitor
(SNRI, such as duloxetine or venlafaxine).
IV. Administration, Quantity Limitations, and Authorization Period
A. Regence Pharmacy Services considers botulinum toxin type A (Botox, Dysport,
Xeomin, Daxxify) coverable only under the medical benefit (as a provider-
administered medication).
B. Initial Authorization:

1. For hyperhidrosis ONLY: When pre-authorization is approved, botulinum
toxin type A shall be authorized in quantities of up to 2 injection
treatments within a 24-week period.

2. For all other conditions (except as listed in 1 above): When pre-
authorization is approved, botulinum toxin type A may be authorized in
quantities up to 4 injection treatments within a 48-week period.

C. Continued Authorization:

1. After the initial authorization, up to 4 injection treatments over a 48-
week period may be considered medically necessary if objective measures
support clinical benefits from treatment.

2. Additional treatments may be authorized on a case-by-case basis if
documentation of objective measures supporting the need for more
frequent dosing are provided.

3. Coverage may be reviewed at least every 12 months to confirm that
current medical necessity criteria are met and that the medication is
effective, defined as sustained clinical improvement from reduced
symptoms (such as pain and functional impairment).

© 2023 Regence. All rights reserved.
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VI

Botulinum toxin type A (Botox, Dysport, Xeomin, Daxxify) is considered not medically
necessary for skin wrinkles or other cosmetic indications.

Botulinum toxin type A (Botox, Dysport, Xeomin, Daxxify) is considered investigational
for all other indications, including, but not limited to:

Allergic rhinitis.

Benign prostatic hyperplasia.

Congenital talipes equinovarus (clubfoot).

Dermatochalasis (excessive eyelid skin, “baggy eyes”).

Dry eye disease.

Headache, non-migraine (e.g. chronic daily, tension, cluster).
Interstitial cystitis.

Low back pain (LBP).

Medication overuse headache (MOH).

Motor tic disorder, chronic (including Tics associated with Tourette syndrome).
Myofascial pain.

CRESTE@DQEEDOER

Nerve entrapment or compression syndromes, other (those not listed in Section II
Above: such as brachial plexus injury, carpal tunnel syndrome Piriformis
syndrome).

Obesity.

Osteoarthritis (OA)-related pain, including of the knee.

Plantar fasciitis pain.

Temporomandibular dysfunction (TMJ), bruxism, and/or masseter muscle spasm.
Tennis elbow (lateral epicondylitis).

FOTOZE

Tremors [e.g. essential (benign) tremor, Parkinson’s disease-related tremor].

Position Statement

There are four botulinum toxin type A products available (abobotulinumtoxinA,
daxibotulinumtoxinA, incobotulinumtoxinA, and onabotulinumtoxinA) that all work by
inhibiting the release of acetylcholine from peripheral cholinergic nerve endings, thereby
blocking the cholinergic transmission.

The intent of this policy is to allow coverage for specific diagnoses where there is
demonstrated safety and efficacy from clinical trials to support their use, including
spasmodic conditions, and other specific indications. Coverage for hyperhidrosis is
allowed when there is documentation the condition is persistent and severe and has
resulted in significant medical complications. Coverage for migraine indications is
allowed when lower-cost standard of care treatment alternatives are not effective.
There is insufficient evidence to establish that one botulinum toxin A product is more
effective at comparable doses.

Botulinum toxin type A products are all produced using different methods, so their
dosing and potencies are not the same (the number of units of one botulinum toxin type
A product cannot be converted to units of another product).

© 2023 Regence. All rights reserved.
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- Conditions for which use of botulinum toxin type A may be considered medically
necessary are based on evidence supported by well-designed randomized controlled
trials.

- The evidence for use of botulinum toxin type A in chronic migraine headache is
inconsistent. Use should be reserved for those who have trialed other treatment options.

- Use of botulinum toxin (all serotypes) for treatment of wrinkles or other cosmetic
conditions is considered not medically necessary.

Botulinum toxins (type A and type B) are being investigated in many different
conditions where muscle tension is thought to play a role. The quality of evidence from
the majority of these studies is poor because they lack controls, are not randomized or
blinded, and only involve small numbers of subjects.

Summary
CLINICAL EFFICACY
Endoscopically-administered botulinum: Achalasia (primary), Gastroparesis, and Dysphagia

- Achalasia is an esophageal motility disorder, also known as cardiospasm, which results
in increased lower esophageal sphincter tone, difficulty swallowing, and sometimes
regurgitation and chest pain. (1]

- Pneumatic dilation is the preferred medical treatment option for primary achalasia. [2]

- One Cochrane review concluded that pneumatic dilation produces a higher remission
rate at 6 and 12 months compared to botulinum toxin. [1l

- Standard therapies for gastroparesis include diet modification (smaller meals, more
frequent meals, exacerbating food avoidance), use of promotility medications,
(metoclopramide, cisapride, erythromycin), and/or removal/reduction of underlying
causes of gastroparesis (such as opioids).

- Approach to treatment of dysphagia (non-achalasia) is dependent on underlying
pathology but may include swallowing rehabilitation (such as by a speech or
occupational therapist) and/or diet modification. [3]

- Several small, poor-quality trials studied onabotulinumtoxinA in the treatment of
gastroparesis. Improvement in gastric emptying time was inconsistent with some trials
showing possible benefit 4l and others showing no benefit. [5 €l Despite inconclusive
benefit of onabotulinumtoxinA, there is a lack of robust evidence for management of
refractory gastroparesis for any one treatment approach. Therefore, botulinum toxin A
may be considered medically necessary when standard initial therapies are ineffective.
[7]

Anal Fissures

- Nitroglycerin ointment, diltiazem cream, and onabotulinumtoxinA have been studied in
the treatment of anal fissures.

* Nitroglycerin ointment and topical calcium channel blocker (e.g. diltiazem or
nifedipine) cream are the least invasive.

Several small studies suggest healing rates of up to 70% with

onabotulinumtoxinA. [8]

Trials comparing nitroglycerin ointment with onabotulinumtoxinA show

inconsistent results.

© 2023 Regence. All rights reserved.
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. A comparative trial demonstrated a healing rate of 52% with
nitroglycerin compared to 24% with onabotulinumtoxinA after 2 weeks of
treatment. [

. A second comparative trial demonstrated a healing rate of 60% with
nitroglycerin ointment compared to 96% with onabotulinumtoxinA. [10]

. Another study in 73 subjects with anal fissure found there were no
advantages of onabotulinumtoxinA over nitroglycerin ointment in fissure
healing and fissure-related pain. [11]

. A Cochrane review concluded topical CCBs, nitroglycerin and botulinum
toxin to be overall similarly effective non-surgical treatment options.
However, surgical sphincterotomy remains the most efficacious therapy;
however, it is limited by significant risks. (8]

* A small randomized, double-blind, controlled trial comparing diltiazem cream to
onabotulinumtoxinA showed no difference in fissure healing between groups
after three months of treatment. [12]

Congenital aganglionic megacolon (Hirschsprung disease)13-16]

Congenital aganglionic megacolon (Hirschsprung disease) is a rare gastrointestinal
disorder, due to incomplete neuronal development in the distal colon, resulting in
abnormal bowel function due to increased/decreased anal sphincter tone or withholding.
The condition is generally diagnosed in children and can result in fecal incontinence,
constipation, and enterocolitis.

For constipation symptoms due to increased anal sphincter tone or withholding,
treatment options include standard bowel regimen, botulinum toxin, and surgery. There
1s no standard sequencing of therapies; however, the goal of conservative therapies,
including botulinum, includes avoidance of surgical procedures.

Cervical dystonia (spasmodic torticollis)

Cervical dystonia (or spasmodic torticollis) is characterized by involuntary contractions
of the neck muscles resulting in twisting and repetitive movements, and/or abnormal
postures. [17]

A Cochrane review concluded a significant decrease in the cervical dystonia severity
scale (CDSS) along with an improved physician’s global assessment score and reduction
in pain after use of onabotulinumtoxinA injection relative to placebo. The CDSS is an
objective measurement used to quantify the severity of abnormal head positioning that
results from cervical dystonia. [17]

OnabotulinumtoxinA has not been shown to be effective in the treatment of in chronic
neck pain without torticollis (with or without cervicogenic headache) and mechanical
neck disorders and whiplash. [1819]

Migraine Headache

The International Headache Society (IHS) Classification of Chronic Migraine
Headache’s definition of chronic migraine includes that headaches are present on 15
days or more per month, and that at least 8 of these episodes meet the criteria for pain
and associated symptoms of migraine (Appendix 1).

The U.S. Headache Consortium endorses headache calendars as the gold standard to
track treatment progress. [20]
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Evidence supporting the efficacy of botulinum toxin A in the treatment of migraines has
been inconsistent.[21]

Collective results of seven randomized, controlled episodic migraine trials (totaling more
than 1,000 patients) have failed to demonstrate a significant difference between
botulinum toxin A and placebo in migraine prevention. Pre-specified primary endpoints
and most secondary endpoints were not met. [22-26]

Two additional trials studying onabotulinumtoxinA in the treatment of chronic migraine
were more recently published. [27 28]

* In the PREEMPT 1 trial, there was no difference between placebo and
onabotulinumtoxinA in mean change in headache episodes, the primary
endpoint.

In the PREEMPT 2 trial, the primary endpoint was changed to mean change in
headache days after the PREEMPT 1 trial failed to meet its primary endpoint. A
statistical difference favoring onabotulinumtoxinA over placebo was
demonstrated. The mean number of headaches decreased from approximately 20
to 11 in the onabotulinumtoxinA group and from approximately 20 to 13 in the
placebo group at week 24.

Subjects enrolled in the trials had migraine headaches occurring on 15 or more

days per 4 weeks, of which each consisted of four or more hours of continuous
headache.

The American Academy of Neurology (AAN) 2016 guideline update supports the use of
botulinum toxin type A products in the prevention or treatment of chronic migraine
headaches/?ll. The AAN Assessment of botulinum toxin A concludes that:

* They are likely effective in chronic migraine headaches and should be offered as a
treatment option to increase the number of headache-free days.

They are likely ineffective in treatment of episodic migraine and chronic tension-

type headache

Both the AAN and the American Headache Society recommend limiting the use of
abortive therapies for headache. These include over-the-counter (OTC) medications such
as NSAIDS and acetaminophen, given the risk of developing medication overuse
headache (MOH). Use of OTC abortives should be limited to no more than 14 days per
month. In addition, use of butalbital-containing medications and opioids can increase
sensitivity to pain. Use of these prescription abortives should be limited to no more than
nine days per month (or two days per week). [29]

Use of Oral Prophylactic Therapies [30 31

* Guidelines from the American Academy of Neurology and American Headache
Society recommend select antiepileptic medications (divalproex or topiramate)
and beta-blockers (propranolol, timolol, or metoprolol) as options that should be
offered to patients requiring migraine prophylaxis, with the highest level of
evidence to support their use.

* Other medications that are “probably effective and should be considered” include
tricyclic antidepressant (TCA) amitriptyline, selective serotonin-norepinephrine
reuptake inhibitor (SNRI) venlafaxine, atenolol and nadolol.
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* Use of carbamazepine and a variety of select antihypertensives (candesartan,
lisinopril, clonidine, guanfacine, or pindolol) are possibly effective; however, the
many other prophylactic alternatives with higher-quality evidence should be
used first.

* Many other medications, including but not limited to selective serotonin receptor
inhibitors (SSRIs; e.g. fluoxetine, fluvoxamine), other SNRIs (e.g. duloxetine),
other AEDs (gabapentin, lamotrigine, and oxcarbazepine), calcium channel
blockers (CCBs; e.g. nicardipine, nifedipine, verapamil) and clonazepam, have
been studied in migraine prophylaxis, but evidence supporting their efficacy is
conflicting, inadequate, or negative (support the therapy is ineffective). [30 31]

* There is insufficient evidence directly comparing botulinum toxin A with other
prophylactic therapies such as beta-blockers, antiepileptic medications, tricyclic
antidepressants, calcitonin gene-related peptide (CGRP) monoclonal antibodies,
or oral CGRP antagonists . [7]

Other Types of Headaches:

* Chronic Daily Headache (CDH): botulinum toxin A has not been shown to be
effective in treatment or prevention of CDH.[21 23 32 33]

* Tension Headache: Current evidence is insufficient to permit conclusions
regarding botulinum toxin type A products as prophylactic therapy in patients
with chronic tension headaches refractory to pharmacologic therapy. [21 22 34-37]

* Current evidence is insufficient to allow the use of botulinum toxin A in the
treatment of episodic migraine headaches, tension headaches, or chronic daily
headaches [21 34 36-38]

Hyperhidrosis

Hyperhidrosis can lead to medical complications, including skin maceration with
recurrent bacterial or fungal infection requiring treatment or persistent eczematous
dermatitis. (39

Palmar hyperhidrosis can interfere with ability to function, when grip is impaired due to

hyperhidrosis. [39]

Topical treatments, such as aluminum chloride solution (Drysol) are the primary

therapy for axillary and palmar hyperhidrosis, once secondary causes of hyperhidrosis

are ruled out. Topical treatments and systemic anticholinergics are primary therapy for

persistent eczematous dermatitis. [39

There are several double-blind trials that evaluate onabotulinumtoxinA in patients with

primary axillary and primary palmar hyperhidrosis. [7 40 41]

* Treated palms with onabotulinumtoxinA were associated with a 26% reduction
in sweating (measured by ninhydrin sweat testing) compared to no reduction
with placebo. [40]

* In two pivotal trials, 81% to 91% of patients treated for primary axillary
hyperhidrosis achieved a greater than 50% reduction in axillary sweating at 4
weeks compared with 36% to 41% in the placebo group. [

The median duration of effect in two pivotal trials that evaluated onabotulinumtoxinA in

primary axillary hyperhidrosis was 201 days. [7]
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- Reduction in sweating is also described in case series reports for both palmar and
axillary hyperhidrosis with onabotulinumtoxinA injections lasting up to 5-12 months. [42
43]

- However, despite the reduction in sweating, onabotulinumtoxinA does not affect the
unpleasant odor.

- In a small case study, intracutaneous onabotulinumtoxinA was effective in ceasing
gustatory sweating up to a mean duration of 17 months. [44]

Muscle Spasms and Dystonias

- A spasm is defined as a sudden involuntary contraction of one or more muscles.

- Muscle spasms are a potential symptom of spasticity, a condition in which specific
muscles are continuously contracted. The contraction causes muscles to be stiff or tight
and may interfere with movement, speech, and walking.

- Botulinum has been studied and shown to be effective in spasticity due to cerebral
palsy,[45 46] spastic hemiplegia or paraplegia,[47l dysphonia,[7 48], blepharospasm,[49]
hemifacial spasm,[50] facial nerve disorders, and demyelinating disease of the CNS,[751],
as well as a variety of dystonias: hand dystonia, [ oromandibular dystonia,[”l spasmodic
torticollis,[” and torsion dystonia [71.

Pelvic Floor Dysfunction, including levator (pelvic floor) spasm

- Pelvic floor dysfunction is global term used to describe a number of conditions, including
chronic pelvic pain. For pelvic floor dysfunction due to levator (pelvic floor) muscle
spasm, non-pharmacologic therapy includes physical therapy with pelvic floor training
can be used, along with other types of physical therapy. Pharmacologic therapies include
various chronic pain medications such as antiepileptics, antidepressants (tricyclic,
serotonergic), muscle relaxants, NSAIDs, as well as hormone replacement therapies.
Opioids may be used for severe pain, along with trigger point injections. Surgery is
reserved for refractory pain. [52]

- The evidence for onabotulinumtoxinA for treatment of pelvic floor muscle spasm is
limited to one randomized controlled trial (n=60). The trial reported a decrease in pelvic
floor muscle pressure but no significant difference reduction in pain scores.[52] However,
there is a lack of robust evidence for management of refractory pelvic floor muscle spasm
for any one treatment approach. Therefore, botulinum toxin A may be considered
medically necessary when standard initial therapies are ineffective.

Raynaud’s Disease

- Raynaud’s phenomenon (Raynaud disease) is vasospasm due to cold or stress and can
lead to severe constriction of the digits (both fingers and toes). Severe cases may result
in digital ischemia, ulcers, and gangrene. [53]

- Non-pharmacologic therapy includes trigger avoidance, including cold, vasoconstricting
medications, and smoking. Pharmacologic therapies may be used for refractory RP.

- Dihydropyridine calcium channel blockers (CCBs), such as amlodipine or nifedipine, are
the usual first-line pharmacologic treatment options. Other pharmacologic treatment
options include various vasodilators: phosphodiesterase (PDE) type 5 inhibitor (e.g.
sildenafil, tadalafil), topical nitroglycerin, an angiotensin receptor blocker (e.g. losartan,
valsartan), or a serotonin reuptake inhibitor.
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There is limited evidence to guide the management of refractory or progressive ischemia.
The goal is prevention of tissue loss, including amputation of digits. Treatment may
include aggressive non-pharmacologic, pharmacologic, and surgical therapies. [54

The evidence for onabotulinumtoxinA or incobotulinumtoxinA for treatment of
Raynaud’s syndrome is limited to one pilot trial and one retrospective case series with
onabotulinumtoxinA. [88-90] However, given the lack of non-surgical options for refractory
ulcers, botulinum toxin A may be covered when standard vasodilator therapy is
ineffective, not tolerated, or all options are documented as medically contraindicated.

Sialorrhea (drooling)

Botulinum toxin A or B can be used for reduction of sialorrhea in patients with a variety
of neurological disorders. The goal of therapy is to reduce sialorrhea -associated
complications, such as aspiration pneumonia or skin breakdown.

Anatomically guided injections of rimabotulinumtoxinB into the parotid and
submandibular glands appear to effectively improve sialorrhea in patients with a variety
of neurologic conditions, including Parkinson's disease and amyotrophic lateral sclerosis
(ALS). 1755 56]

Thoracic Outlet Syndrome

Thoracic outlet syndrome (TOS) is a form of myofascial pain and may include brachial
plexus injury.

* A Cochrane review concluded that there is insufficient evidence to conclude that
botulinum toxin is effective for treatment of TOS. 571 In one small trial,
botulinum toxin did not significantly reduce pain or disability scores versus
placebo in patients with TOS (of any type). The evidence is complicated by a lack
of consensus in the diagnosis of TOS. Additional research is needed to clarify the
benefit of TOS treatments.[58]

Strengthening exercises, physical therapy and surgery are the standard of care.
In patients, in whom these options have been ineffective, botulinum toxin may be
a treatment option.

Urinary Incontinence - Neurogenic and idiopathic detrusor overactivity/detrusor hyperreflexia

Several open-label studies (n=15 to n=200) demonstrated an increase in bladder
capacity, a decrease in bladder pressure, and a decrease in incontinence episodes after
injection with onabotulinumtoxinA, in both children and adults.[59-61]

A Cochrane review concluded both botulinum type A and B formulations are effective
treatment options for urinary incontinence due to refractory detrusor overactivity due to
neurogenic or idiopathic overactive bladder (OAB). [62]

Refractory Postherpetic Neuralgia (PHN) [63]

Refractory postherpetic neuralgia (PHN) refers to pain that persists after an acute
episode of herpes zoster and resolution of the rash. PHN affects nerve fibers and skin
and is characterized by constant burning, stabbing sensation or pain triggered by light
contact with non-painful stimuli, resulting in decreased quality of life.

First-line pharmacologic therapies for PHN include topical lidocaine, gabapentinoids
(gabapentin, pregabalin), tricyclic antidepressants (TCAs; amitriptyline, nortriptyline),
and serotonin-norepinephrine reuptake inhibitors (SNRIs; duloxetine and venlafaxine).
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A systematic review and meta- analysis of seven trials with a total of 752 patients
concluded that botulinum toxin A has a greater efficacy than lidocaine for postherpetic
neuralgia, based on the visual analog scale (VAS) of these 7 trials. [64]

For refractory PHN, in which first-line standard of care pharmacologic treatment
options have been ineffective, botulinum toxin A may be a treatment option for these
patients.

INVESTIGATIONAL USES

Allergic Rhinitis

One small (n=34) randomized controlled trial of 8-week duration suggests efficacy of
onabotulinumtoxinA in relieving rhinorrhea, nasal obstruction and sneezing due to
allergic rhinitis. There was no difference between onabotulinumtoxinA and placebo
groups for the symptom of itching. [65]

Well-designed, large-scale trials with repeated injections and comparison to nasal
steroids are necessary to validate positive benefits of using onabotulinumtoxinA in this
condition.

Benign Prostatic Hyperplasia (BPH)

A small, poor-quality trial comparing the effects of onabotulinumtoxinA with or without
an alpha-adrenergic antagonist suggest possible onabotulinumtoxinA efficacy. The
absence of a placebo comparator makes it difficult to determine the true efficacy of
onabotulinumtoxinA. [66] The evidence for the use of onabotulinumtoxinA in the
treatment of BPH is limited to a variety of Phase II and uncontrolled trials. [767]
Additional higher-quality studies are needed before onabotulinumtoxinA can be
considered safe and effective in this condition.

Congenital talipes equinovarus (clubfoot) (681

A Cochrane review concluded that there is insufficient evidence to conclude that
botulinum toxin is effective for treatment of clubfoot. The evidence is limited to one
small trial, as adjunctive therapy to casting.

Usual conservative interventions include stretching, casting, and splinting. Surgery is
reserved for resistant deformities.

Dermatochalasis

Dermatochalasis is a condition in which a fold of skin develops in the eyelid, potentially
leading to impaired vision, blepharitis, and dermatitis. Surgery is the current standard
of care.

A small, poor-quality study (open-label study without a placebo comparator) suggests
that onabotulinumtoxinA may be an effective treatment for upper eyelid
dermatochalasis. 691 Additional well-controlled studies are needed before
onabotulinumtoxinA can be considered safe and effective in this condition.

Dry Eye Disease

The evidence for the use of onabotulinumtoxinA for dry eye disease is limited to one
small pilot trial (n=20). 70 Larger, well-controlled trials are needed to establish safety
and effectiveness of onabotulinumtoxinA for this indication.

Interstitial Cystitis

Four, poor-quality studies (case series) have assessed onabotulinumtoxinA treatment for
pain and improvement of bladder capacity in patients with interstitial cystitis. All

© 2023 Regence. All rights reserved.
dru006.32 Page 14 of 26

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.



July 1, 2025

reports suggest efficacy, though results have not been confirmed in larger controlled
trials. [771]

Low Back Pain

- The evidence for the use of botulinum toxin A in the treatment of lower back pain is
limited to several small, poor-quality trials. [72 The studies did not address functional
improvement or long-term effects of onabotulinumtoxinA. Large, well-controlled studies
are needed before onabotulinumtoxinA can be considered safe and effective in this
condition. [7]

Motor Tics

- In one small, poor-quality trial, onabotulinumtoxinA reduced tic frequency and urge in
patients with Tourette Syndrome or Chronic Tic Disorder. [73 These reductions were not
associated with an overall clinical benefit (measured by the patient's global impression
of change).

Mpyofascial Pain

- OnabotulinumtoxinA has not been shown to provide a consistent benefit over placebo in
the treatment of myofascial pain. [7 74]

- One small trial found botulinum toxin A improved pain and quality of life. However,
small trial size and use of an enriched protocol design limit generalizability of findings to
clinical practice. Only half of patients responded to the initial dose of botulinum toxin A
and were enrolled in the randomized phase of the trial. [73]

Obesity

- There is no reliable evidence that onabotulinumtoxinA is useful in reducing body weight
in obese patients.

* Two small, poor-quality trials failed to show a reduction in body weight after
administration of onabotulinumtoxinA. [76 77]

* A small randomized, double-blind study in 24 morbidly obese patients
demonstrated significant difference between onabotulinumtoxinA and saline.
However, patients were also maintained on a liquid diet for eight weeks. [78]

Orthopedic Pain — Plantar Fasciitis, Lateral epicondylitis (tennis elbow), Osteoarthritis (OA) of

the knee

- Four small, exploratory randomized controlled trials reported an improvement in pain
scores with onabotulinumtoxinA in patients with plantar fasciitis refractory to other
therapies. [79-82]

- Several small, poor-quality trials evaluated onabotulinumtoxinA in patients with lateral
epicondylitis (tennis elbow). [83-85] Consistent benefit has not been demonstrated across
trials.

- One trial evaluated intra-articular onabotulinumtoxinA for treatment of OA-related
knee pain. [86] Despite a reduction in pain with onabotulinumtoxinA versus placebo,
additional evidence is needed to establish the clinical benefit versus established
standard of care treatments for OA, such as NSAIDs.

- Larger, well-controlled trials are needed to establish safety and effectiveness in these
conditions and to establish efficacy relative to conventional therapies. [7]
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Nerve Entrapment and Compression Syndromes (such as Brachial Plexus Injury, Carpal Tunnel

Syndrome, Piriformis Syndrome)

Piriformis syndrome is a form of myofascial pain characterized by sciatica and buttock
tenderness.

* Few case reports describe the management of piriformis syndrome. 87 Physical
therapy, steroid injections, surgical dissection or resection of the muscle have
been reported to relieve symptoms.

Well-designed studies using onabotulinumtoxinA for this condition have not been
conducted. Available evidence consists of small (fewer than 30 patients) open-
label, uncontrolled studies. [7 88

There is insufficient evidence to establish efficacy of botulinum toxin for treatment of

carpal tunnel syndrome. The evidence is limited to one pilot trial. (89

Temporomandibular dysfunction (TM.J), Bruxism, and/or Masseter Muscle Spasm and

Hypertrophy

Several small, uncontrolled (case series) studies have studied onabotulinumtoxinA in the
treatment of symptoms (headache, jaw dislocation, etc.) arising from TMdJ dysfunction.
Larger, well-controlled studies are needed to establish benefit in the treatment of this
condition. [90-93]

Several small, poor-quality trials evaluated onabotulinumtoxinA in patients with
bruxism, masseter muscle spasm, and/or masseter hypertrophy and one small trial with
incobotulinumtoxinA. Consistent benefit has not been demonstrated across trials.
Additional larger trials are needed to establish the safety and efficacy of botulinum toxin
type A. [94-98)

Tremor

There is insufficient evidence to support the use of onabotulinumtoxinA in essential
hand tremor or MS-related tremor and no evidence in Parkinson’s disease-related
tremor. [799]

OnabotulinumtoxinA resulted in significant improvement of postural, but not kinetic
essential hand tremors. 99 Likewise, one small crossover trial of incobotulinumtoxinA
(n=30) improved rest tremor, tremor severity, and postural tremor. (199 However, there
1s not compelling evidence that either botulinum toxin formulation leads to better
functional efficacy for patients.

SAFETY

The severity and type of adverse effects depends on the location where the botulinum
toxin A is injected, the dose used, and the injection technique.

Commonly reported adverse events observed in clinical trials of onabotulinumtoxinA
include dry mouth, dysphagia, asthenia, diplopia, and injection site pain. The prevalence
and severity of adverse effects may vary depending on the dose and the site of injection.
[51]

All botulinum toxin products carry a box warning in their labeling describing the
potential for toxin to spread from the site of injection and produce symptoms consistent
with botulinum toxin effects. Symptoms may include asthenia, generalized muscle
weakness, diplopia, blurred vision, ptosis, dysphagia, dysphonia, dysarthria, urinary
incontinence and breathing difficulties and may occur hours to weeks after injection.
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Swallowing and breathing difficulties can be life threatening. Deaths have been
reported.

- The safety, efficacy and dosing of botulinum toxins has not been established for any
condition in children less than 12 years of age.

DOSING CONSIDERATIONS
- Botulinum toxin type A products are all produced using different methods, so their

dosing and potencies are not the same (the number of units of one botulinum toxin type
A product cannot be converted to units of another product).

- Starting doses for botulinum toxin type A products are available in the prescribing
information for the specific products. Follow-up doses may be adjusted based on the
effectiveness of the initial injections and adverse effects.

Appendix 1: International Headache Society Classification of Chronic Migraine Headache
[101]

A. Headache (tension-type and/or migraine) on 15 or more days per month for at least 3 months.*

B. Occurring in a patient who has had at least 5 attacks fulfilling criteria for a migraine without an
aura.

C. On 8 or more days per month for at least 3 months headache has fulfilled criteria for pain and
associated symptoms of migraine without aura in either or both of criteria 1 head 2 below:

1. At least two of the following criteria a, b, ¢, and d below are met:
a) Unilateral location.
b) Pulsating quality.
c) Moderate or severe pain intensity.

d) Aggravation by or causing avoidance of routine physical activity (e.g. walking or
climbing stairs).

AND at least one of the following criteria e or f below are met:

e) Nausea and/or vomiting.
f) Photophobia and phonophobia.

2. Treated and relieved by triptan(s) or ergot before the expected development of the above
symptoms.

D. No medication overuse and not attributed to another causative disorder.

* Characterization of frequently recurring headache generally requires a headache diary to record information on pain
and associated symptoms day-by-day for at least one month. Sample diaries are available at http:/www.i-h-s.org.
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Cross References

BlueCross BlueShield Association Medical Policy, 5.01.05 - Label Use of Botulinum Toxin.
[November 2023]

BlueCross BlueShield Association Medical Policy, 8.01.19 - Treatment of Hyperhidrosis. [July
2023]

Surgical Treatments for Hyperhidrosis, Medical Policy Manual; Med 165.

Myobloc, rimabotulinumtoxinB, Medication Policy Manual, Policy No. dru048

Oral CGRP antagonists and 5-HT 1f agonists, Medication Policy Manual, Policy No. dru635

CGRP Monoclonal Antibodies, Medication Policy Manual, Policy No. dru540

Cosmetic and Reconstructive Surgery, Medical Policy Manual; Surgery, Policy No. 12.

Gender-Affirming Care Products, Medication Policy Manual, Policy No. dru757

Codes Number | Description

HCPCS J0585 Injection, onabotulinumtoxinA (Botox), 1 unit

HCPCS J0586 Injection, abobotulinumtoxinA (Dysport), 5 Units

HCPCS J0588 Injection, incobotulinumtoxinA (Xeomin), 1 unit
Injection, daxibotulinumtoxinA (Daxxify)
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Revision History

Revision Date

Revision Summary

12/7/2023

Added newly approved Daxxify (daxibotulinumtoxinA) to policy.
Simplified chronic migraine criteria for operational consistency.
Updated step therapy for chronic migraines requiring only one step of
prior chronic migraine treatment.

Updated reauthorization to 12 months for migraines.

Added updated AAN 2016 guideline statement.

12/9/2022

Policy criteria language updated for the following (no change to

intent):

- Congenital aganglionic megacolon (Hirschsprung disease): clarified
symptom severity

- Migraine headaches: explicitly added oral CGRP antagonist step
therapy.

- Urinary incontinence, due to detrusor overactivity: added Myrbetriq
(mirabegron) as an acceptable step therapy.

Added coverage criteria for refractory postherpetic neuralgia (PHN)

after standard of care treatments.

1/20/2021

Updated COT language.

Added coverage criteria for thoracic outlet syndrome (TOS) in patients
with functional impairment.

Updated criteria for hyperhidrosis:

- Clarified that secondary infection or skin maceration are considered
separate complications. Added inability to satisfy demands of
employment as an example of a complication.

- Updated step therapy requirements.

- Added a requirement that antiperspirant or anticholinergics
(topical or oral) have been tried

Clarified initial and continued authorization periods. Re-authorization
criteria were aligned for all indications. Re-authorization requires

documentation of clinical benefit and up to 4 doses in a 48-week period
may be covered. More frequent doses may be covered on a case-by-case

basis.

10/28/2020

Clarified migraine criteria, including removal of duplicative criteria.

4/22/2020

Clarified CGRP monoclonal antibody step therapy for migraines
(when used for prophylaxis). CGRPs used as abortive therapy do not
meet this criterion.

Added coverage criteria for refractory Raynaud’s and pelvic floor
dysfunction.

Policy criteria updated for achalasia: simplified coverage to use as

part of an endoscopic procedure for upper GI diagnoses.
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Revision Date | Revision Summary

1/22/2020 e Added continuation of therapy (COT) criteria (no change to intent of
coverage criteria).

e (larified reauthorization (simplified; no change to intent).
e Policy criteria updated for migraine indication to include CGRP
monoclonal antibody as step therapy option.

1/31/2019 e Simplified Section I criteria.

e Updated investigational uses:
- Removed Migraine headache (chronic) in combination with CGRP
inhibitors from investigational uses.
- Clarified pelvic floor spasm (including pelvic pain, vulvodynia, and
vaginismus).
e C(Clarified reauthorization criteria for Section II.

8/17/2018 Added as Investigational uses: Migraine headache (chronic) in

combination with CGRP inhibitors.

1/19/2018 e Updated migraine severity criteria to International Headache Society
(HIS) standard.

e Updated list of Investigational uses (add Dry Eye Disease and OA-
related knee pain).

2/117/2017 e The policy criteria were simplified for hyperhidrosis.

e Added coverage criteria for congenital aganglionic megacolon
(Hirschsprung disease).

o (larified quantity limits to 2 doses per 24-weeks and 4 doses per 48-
weeks (versus use of 6 and 12 months, respectively).

2/12/12016 e The policy criteria were updated for hyperhidrosis to clarify the
wording regarding medical complications for the definition of medical
necessity.

e Added coverage criteria for lower limb dystonia, a new FDA-
indication.

e Added as Investigational uses: dysphagia (non-achalasia), Raynaud’s
disease, and bruxism/masseter muscle hypertrophy.

1/1/1996 New policy.

Drug names identified in this policy are the trademarks of their respective owners.
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Medication Policy Manual Policy No: dru020

Topic: Immune Globulin Replacement Therapy, Date of Origin: January 1996
(AVIG, SCIG):
e Alyglo e  Gammaplex
e  Asceniv e  Gamunex-C
e Bivigam e Hizentra
e (Cutaquig e Hyqvia
e  Cuvitru e  Octagam
e Flebogamma DIF e Panzyga
e Gammagard e  Privigen
e  Gammagard S/D e  Xembify

. Gammaked

Committee Approval Date: September 19, 2024 Next Review Date: 2024

Effective Date: January 1, 2025

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity,
generally accepted standards of medical practice, and review of medical literature and
government approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the
extent there are any conflicts between these guidelines and the contract language, the contract

language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise
their medical judgment in providing the most appropriate care.

Description

Intravenous immune globulin (IVIG) and subcutaneous immune globulin (SCIG) are
preparations containing antibodies purified from human blood. They are used in the treatment
of many different conditions resulting from immune deficiencies or other immunologic

conditions.
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Policy/Criteria
Most contracts require pre-authorization approval of immune globulins prior to coverage.

I. Continuation of therapy (COT) and new starts (treatment-naive patients): The use of

Higher-Cost Immune Globulin Replacement Products (as listed in Table 2) is considered
not medically necessary.

II. Continuation of therapy (COT): All other immune globulins (as listed in Table 1) may be

considered medically necessary for COT when criterion A, B, or C AND D below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be
met:
1. The patient was established on therapy prior to current health plan

membership AND there is documentation that the medication was

covered by another health plan. Examples of documentation include the
coverage approval letter from the previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute
unscheduled, inpatient hospital admission.
AND
D. Site of care administration requirements are met [refer to Pharmacy Services

Medication Policy Manual, Site of Care Review, dru408].

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.
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I11. New starts (treatment-naive patients): All other immune globulins (as listed in Table I)

may be considered medically necessary when there is clinical documentation (including,
but not limited to chart notes) that criteria A and B below are met.

A. Site of care administration requirements are met [refer to Pharmacy Services
Medication Policy Manual, Site of Care Review, dru408].

AND
B. At least one of the following diagnostic criteria 1 through 5 below is met:
1. Immunodeficiency (primary or acquired), diagnosed by, or in
consultation with an immunologist or hematologist, as defined in criterion a
or b:
a. A diagnosis of one of the following and documented
hypogammaglobulinemia (a low baseline serum IgG level):

i. Primary humoral immunodeficiency diseases (PID) (as
defined in Appendix I).

ii. HIV infected children (< 13 years of age) with
hypogammaglobulinemia.

iii. Hematologic malignancy-related hypogammaglobulinemia.

iv. Post-allogeneic bone marrow transplant (BMT).

V. B-cell mediated cancer [e.g., chronic lymphocytic leukemia
(CLL), B-cell lymphoma].

vi. Hypogammaglobulinemia in neonates, with a low birth
weight (less than 1500g) or in a setting with high baseline
infection rate or morbidity.

OR

b. A diagnosis of dysgammaglobulinemia, primary or due to
multiple myeloma in patients with stable disease, and at least one
of the following:

i. high risk of recurrent infections despite prophylactic
antibiotic therapy.

ii. poor IgG response to the pneumococcal vaccine.

iii. low normal IgG levels during acute sepsis episodes.

OR
2. Hematologic disorders (immune-mediated), not responding to

alternative therapies, or at high risk of bleeding:

a. Acquired Factor VIII inhibitor, diagnosed by, or in
consultation with an immunologist or hematologist, and when
conventional therapy is ineffective or not tolerated. (e.g.,
Immunosuppressive therapy with cyclophosphamide, steroids, or
azathioprine).

OR
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OR

OR

OR

OR

OR

OR

Autoimmune hemolytic anemia (AIHA), diagnosed by, or in
consultation with an immunologist or hematologist, and not
responding to alternative therapies (e.g., steroids,
immunosuppressive agents, plasmapheresis, rituximab and/or
splenectomy).

Fetal (neonatal) alloimmune thrombocytopenia (FAIT)
diagnosed by, or in consultation with a neonatologist,
hematologist, or obstetrician, and with documented diagnosis.

Idiopathic thrombocytopenia purpura, also known as
“immune thrombocytopenia,” (acute; ITP), when a rapid increase
in platelet count is necessary, such as in an acute bleeding episode
or prior an invasive procedure (including surgery, epidural
anesthesia, or Cesarean section).

ITP (chronic), diagnosed by, or in consultation with an
immunologist or hematologist, and when the platelet count is
dangerously low, defined as a platelet count less than 30,000
cells/mma3 in children, less than 20,000 cells/mm3 in adults, or less
than 30,000 cells/'mm3 along with signs/symptoms of bleeding in
adults, as a bridge to an alternative chronic therapy (including but
not limited to rituximab, a TPO mimetic, or splenectomy) OR
when at least one other chronic therapy has been ineffective or all
are contraindicated.

ITP in pregnancy, diagnosed by, or in consultation with a
neonatologist, hematologist, or obstetrician, and when at least one
of the following criteria are met:

i. Platelet counts less than 20,000/mm3 in the third
trimester, despite an adequate course of corticosteroids,
unless use of steroids are contraindicated, or not tolerated.

OR

ii. Platelet counts less than 30,000/mm3 associated with
bleeding or before vaginal delivery or C-section.

(For IVIG use in preparation for C-section or epidural
anesthesia, see criteria 2.d. above)

Post-transfusion purpura (hemolytic transfusion reaction) in
severely affected patients.
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h. Pure red cell aplasia (PRCA, viral) diagnosed by, or in
consultation with an immunologist or hematologist, and with
documented parvovirus B19 infection and severe anemia.

OR

3. Neuromuscular disorders, diagnosed by, or in consultation with a
neurologist, dermatologist or rheumatologist, AND there is clinical
documentation (including, but not limited to chart notes) of significant
functional impairment:

a. Guillain-Barré syndrome (GBS), including Acute
inflammatory demyelinating polyneuropathy (AIDP), when
one of criteria i through iv below are met:

i. Deteriorating pulmonary function tests.
OR
ii. Rapid deterioration with symptoms for less than 2 weeks.
OR
iii. Rapidly deteriorating ability to ambulate.
OR
iv. Inability to walk independently for 10 meters.
OR
b. Chronic inflammatory demyelinating polyneuropathy
(CIDP) when both criteria 1 and i1 below are met:
i. Significant functional disability.
AND
ii. Documentation of slowing of nerve conduction velocity on
electromyogram (EMG)/ nerve conduction study (NCS).
OR
c. Acute demyelinating encephalomyelitis (ADEM) or anti-
NMDA receptor encephalitis when prior therapy with
corticosteroids has been ineffective or not tolerated.
OR
d. Lambert-Eaton myasthenic syndrome (LEMS).
OR
e. Multifocal motor neuropathy (MMN) in patients with
conduction block [partial (>30%) or complete block].
OR
f. Myasthenia gravis (MG), when criteria i. and ii. below are met:

i. For the treatment of acute crisis (e.g., respiratory failure,
swallowing difficulties) OR chronic decompensation

AND
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ii. Documentation that at least ONE other standard MG
treatment is ineffective or not tolerated [such as
plasmapheresis/ plasma exchange (PLEX), pyridostigmine
(generic, Mestinon), non-steroidal immunomodulating
therapies (such as azathioprine, cyclosporine,
mycophenolate, tacrolimus, methotrexate, or
cyclophosphamide)].

OR

g. Paraneoplastic opsoclonus ataxia syndrome (Opsoclonus-
myoclonus ataxia syndrome, OMS) in pediatric neuroblastoma
patients with significant functional impairment and not
responding to an adequate course of steroids (at least 3 to 7 days).

OR

h. Pemphigoid, refractory immunobullous disease (e.g., bullous
pemphigoid, pemphigus foliaceus, pemphigus vulgaris) until
conventional treatment takes effect (e.g., immunosuppressive
agents and plasmapheresis).

OR

i. Refractory myositis, including but not limited to autoimmune
myositis, dermatomyositis (adult), or polymyositis, in patients
with severe active illness including muscle weakness and
associated severe disability when corticosteroids or other
Immunosuppressants (e.g., azathioprine, methotrexate, or
cyclophosphamide) have been ineffective, are contraindicated or
not tolerated.

OR

j Juvenile Dermatomyositis (JDM), with muscle weakness and
associated severe disability, with at least ONE of the following
documented diagnostic criteria below:

i. Evidence of myositis, demonstrated by abnormality of
muscle biopsy, MRI, OR EMG.

OR

ii. Increased muscle enzymes levels (such as CPK, AST, LDH,
and/or aldolase)

OR

iii. Cutaneous changes, including heliotrope dermatitis (rash
on the upper eyelids) and Gottron’s papules (papules over
the knuckles), not responding to oral corticosteroids,
methotrexate, and/or another oral immunosuppressant.

OR
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k. Stiff-Person Syndrome when treatment with other agents is
ineffective or not tolerated. (e.g., diazepam, baclofen, clonazepam,
valproic acid, and clonidine).

OR

1. Systemic lupus erythematosus, for severe active disease when
other interventions are ineffective or not tolerated (e.g.,
corticosteroids and immunosuppressive agents, such as
cyclophosphamide or azathioprine).

OR

4., Transplant (solid organ), antibody (Ab)-mediated rejection,
diagnosed by, or in consultation with a transplant specialist or
immunologist, and criteria a or b below are met:

a. Prevention of antibody (Ab)-mediated rejection: Prior to
solid organ transplant and in the peri-operative period, for
patients at high risk for Ab-mediated rejection, including highly
sensitized patients, and those receiving an ABO-incompatible
organ.

OR

b. Treatment of antibody-mediated rejection (a.k.a. vascular
rejection, humoral rejection): Following solid organ transplant
and confirmed by either biopsy or presence of panel reactive
antibodies (PRAs).

OR
5. Other Miscellaneous conditions when criteria are met:

a. Kawasaki syndrome, diagnosed by, or in consultation with a
subspecialist (pediatrician, cardiologist, or rheumatologist), and
IVIG is used during the first ten days of diagnosis.

OR

b. Pediatric intractable epilepsy, diagnosed by, or in consultation
with a neurologist, in candidates for surgical resection or when
other interventions are ineffective or not tolerated. Examples of
other interventions include, but are not limited to, anticonvulsant
medications, ketogenic diets, and steroids. [85]

OR

c. Post-Exposure prophylaxis against varicella-zoster (VZV) in
high-risk populations (immunocompromised individuals who lack
evidence of immunity to VZV, pregnant women who lack evidence
of VZV immunity, newborns of mothers who develop peri-partum
varicella, or infants in the first two weeks of life), diagnosed by, or
in consultation with a subspecialist (such as obstetrician,
pediatrician, or infectious diseases specialist).

OR
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OR

BK Viremia (BK polyomavirus in solid organ transplantation),
diagnosed by, or in consultation with a transplant or infectious
diseases specialist, in patients with persistent viremia despite a
sufficient reduction of immunosuppressive therapy for at least 4
weeks.

[‘Sufficient reduction’ is defined as discontinuation of an
antimetabolite (such as mycophenolate mofetil or azathioprine)
OR a 50% dose reduction of a calcineurin inhibitor (such as
tacrolimus or cyclosporine)].

PANDAS/PANS (Pediatric Autoimmune Neuropsychiatric
Disorders Associated with Streptococcal Infections or
Pediatric Acute-onset Neuropsychiatric Syndrome), when
the following (i, ii, iii, and iv) are met:
i. The patient is less than 18 years of age.

AND

Pediatric subspecialist assessment: The diagnosis is made

by, or in consultation with, ONE of the following pediatric
subspecialists (for an adolescent, consultation may be with
an adult subspecialist): pediatric neurologist, pediatric
psychiatrist, neurodevelopmental pediatrician, pediatric
rheumatologist, pediatric allergist/immunologist.

NOTE: IVIG for adults with PANDAS/PANS is not
coverable.

AND

ii. If the prescriber is not a pediatric subspecialist (e.g.,
primary care), clinical documentation must be provided
that the pediatric subspecialist agrees with the treatment
plan for IVIG [attestation].

AND

iii. Documentation of baseline evaluation, including details of
neuropsychiatric symptoms, temporal relationship to the
symptoms, and associated functional impairment.

NOTE: This evaluation must include clinical testing with a
validated instrument, which must be performed
pretreatment and posttreatment to demonstrate clinically
meaningful improvement (See Appendix 2).

AND

iv. Step therapy: A clinically appropriate trial of at least two
of the following (1, 2, 3, and/or 4.) are ineffective, not
tolerated, or use of all are contraindicated, and
documentation stating the therapies were specifically used
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for PANDAS/PANS symptoms.

[Ineffective’ is defined as a lack of sustained clinically
meaningful improvement on a validated instrument in
relation to the primary symptom complex]

1. Antimicrobial therapy: Short-course antibiotic
therapy (such as amoxicillin, azithromycin, or
penicillin) for a confirmed group A beta-hemolytic
Streptococcus (strep) infection.

OR
2. Anti-inflammatory therapy with at least one of the
following (criteria a, b, or c):
a. Nonsteroidal anti-inflammatory drugs
(NSAIDs) for at least five days
OR
b. Systemic corticosteroids
OR
c. Plasma exchange (PLEX)
OR
3. Psychoactive therapy with at least one of the
following (criteria a or b):
a. Selective serotonin reuptake inhibitors
(SSRIs)
OR
b. Behavioral therapy (such as cognitive
behavioral therapy [CBT])
OR

4. Tonsillectomy and/or adenoidectomy

1V. Administration, Quantity Limitations, and Authorization Period
A. Regence Pharmacy Services considers immune globulins coverable only under
the medical benefit (regardless of self- or provider-administration).
B. When pre-authorization is approved, immune globulins (as listed in Table I) will
be covered in the quantities and for the authorization periods outlined in Table 3.
C. Although the use of specific high-cost immune globulin products (as listed in

Table 2) is considered ‘not medically necessary,’ if pre-authorization is approved,
these immune globulins (as listed in Table 2) will be covered:

1. In the quantities and for the authorization periods outlined in Table 3.
AND
2. Site of care administration requirements are met [refer to Pharmacy

Services Medication Policy Manual, Site of Care Review, dru408].
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D. Subcutaneous administration of immune globulin (SCIG) is considered an

alternative to intravenous administration of immune globulin IVIG) and may be

considered medically necessary when one of the coverage criteria above is met.

E. For dose requests above the policy limits (as listed in Tables 1, 2, and 3):

1.

IVIG: Higher doses may be coverable for patients who have clear clinical
documentation, including but not limited to chart notes, supporting an
objective improvement in symptoms or function while treated with IVIG 2
g/kg per four weeks (or equivalent), and who have maximized adjunctive
therapy, but continue to have functional impairment or incomplete
disease control.

SCIG: Doses of SCIG in excess of those listed in Tables 1 and 2 are
considered ‘not medically necessary.’

F. The concomitant use of maintenance SCIG and IVIG is considered not medically

necessary.

Table 1. Coverable Immune Globulin Replacement Products

Product Name Route of Coverable Dose
Administration

Carimune NF Octagam IVIG 2 grams/kg per 4 weeks

Flebogamma DIF | Privigen (or equivalent)

Gammagard S/D

Gammagard Gamunex C IVIG or SCIG 2 grams/kg per 4 weeks

Gammaked (or equivalent)

Cutaquig Xembify SCIG 2 grams/kg per 4 weeks

Hyqvia (or equivalent)

Hizentra SCIG 0.4 gm/kg per week (or equivalent)

Table 2. ‘Not Medically Necessary’ Higher-Cost Immune Globulin Replacement

Products
Product Name Route of Coverable Dose
Administration

Alyglo Gammaplex IVIG 2 grams/kg per 4 weeks (or

Asceniv Panzyga equivalent)

Bivigam

Cuvitru SCIG 2 grams/kg per 4 weeks (or
equivalent)
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Table 3. Quantity Limits and Authorization Period

Indication 2

Dosing Schedule

2 Hizentra may be authorized up to 0.4 gm/kg/week

Replacement Therapy - Immunodeficiency [with documented hypogammaglobulinemia
(low IgG levels) or poor immune response (dysgammaglobulinemia)]

Primary humoral
immunodeficiency
disease (PID)

Hematologic malignancy-
related
hypogammaglobulinemia
(e.g., CLL, post-BMT)

HIV+ children with
hypogammaglobulinemia

Hypogammaglobulinemia
in neonates

Initial Authorization and Continued Authorization: Up to 2
g/kg per four weeks.

Authorization may be reviewed at least every 12 months.
Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, defined as decreased occurrence of
infections or normalization of IgG levels.

IVIG doses higher than 2 g/kg per four weeks may be considered
when there is documentation of continued severe infections
despite IVIG doses of 2 g/kg per 4 weeks. Higher doses of SCIG
are not coverable.

Hematologic disorders (

immune-mediated)

Acquired Factor VIII
Inhibitor

Initial Authorization and Continued Authorization: Up to 2
g/kg per four weeks.

Authorization shall be reviewed at least every 52 weeks.
Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, defined as initial response, and continued
presence of Factor VIII inhibitor.

Autoimmune hemolytic
anemia, (ATHA)

Initial Authorization and Continued Authorization: Up to 2
g/kg per four weeks.

Authorization shall be reviewed at least every 52 weeks.
Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, defined as initial response, and recurrence
of clinically significant, symptomatic anemia.

Fetal (neonatal)
alloimmune
thrombocytopenia (FAIT)

Initial Authorization: Up to 2 g/kg per week until delivery.
Continued Authorization: No reauthorization.

ITP (acute)

Initial Authorization: Up to 2 g/kg total (authorization is for up
to 28 weeks).

Continued Authorization: No reauthorization (please see ITP
[chronic] below for ongoing therapy requests).
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Indication 2 Dosing Schedule

2 Hizentra may be authorized up to 0.4 gm/kg/week

ITP (chronic) - Initial Authorization: Up to 2 g/kg per four weeks, up to 28
weeks.

- Continued Authorization: Up to 2 g/kg per four weeks

- Authorization shall be reviewed at least every 52 weeks.

- Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, with a documented initial response to
IVIG and:

o0 Continued thrombocytopenia, defined as a platelet count of <
20,000 OR less than 30,000 cells/m3 and clinically significant
bleeding despite therapy with an alternative chronic therapy.

OR

0 Documentation that an alternative chronic therapy has been
ineffective, or not tolerated.

ITP in pregnancy - Initial Authorization: Up to 2 g/kg per four weeks, up to
delivery.

- Continued Authorization: No reauthorization (please see
criteria for ITP [chronic] for ongoing therapy requests).

Post-transfusion purpura | - Initial Authorization: Up to 4 g/kg total over up to 4 weeks.
(hemolytic transfusion - Continued Authorization: No reauthorization.

reaction)

Pure red cell aplasia - Initial Authorization: Up to 2 g/kg per four weeks, up to 28
(PRCA), viral weeks.

- Continued Authorization: Up to 2 g/kg per four weeks

- Authorization shall be reviewed at least every 52 weeks.

- Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, with documentation of initial response,
parvovirus, and recurrence of significant anemia.

Neuroimmunologic disorders

GBS, Acute - Initial Authorization: Up to 2 g/kg per four weeks, up to 12
inflammatory weeks.
demyelinating - Continued Authorization: No reauthorization; please see
polyneuropathy (AIDP) criteria for Chronic inflammatory demyelinating polyneuropathy
(CIDP) for ongoing therapy requests.
Pemphigoid, refractory - Initial Authorization: Up to 2 g/kg per four weeks, up to 26
weeks.
- Continued Authorization: No reauthorization.
Paraneoplastic - Initial Authorization: Up to 2 g/kg per four weeks
opsoclonus ataxia - Authorization shall be reviewed at least every 28 weeks.
syndrome - Continued Authorization: Up to 2 g/kg per 4 weeks.

- Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, with documented functional improvement.
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Indication 2

Dosing Schedule

2 Hizentra may be authorized up to 0.4 gm/kg/week

Acute demyelinating
encephalomyelitis

(ADEM) or anti-NMDA
receptor encephalitis

Chronic inflammatory
demyelinating
polyneuropathy (CIDP)

Lambert-Eaton
myasthenic syndrome
(LEMS)

Multifocal motor
neuropathy (MMN)

Myasthenia gravis (MG.
acute and chronic)

Stiff-Person syndrome

Initial Authorization: Up to 2 g/kg per four weeks; up to 28
weeks.

Continued Authorization: Up to 2 g/kg per four weeks.
Authorization shall be reviewed at least every 52 weeks.
Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, with documented functional improvement.

Dermatomyositis

Myositis, including
polymyositis and
autoimmune myositis

Systematic lupus
erythematosus (SLE)

Initial Authorization: Up to 2 g/kg per four weeks, up to 28
weeks.

Continued Authorization: Up to 2 g/kg per four weeks.
Authorization shall be reviewed at least every 52 weeks.
Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication 1s effective, with documented improvement in muscle
strength and/or decreased CPK levels.

Transplant (solid organ)

Prevention of acute
rejection (pre- and peri-
operative)

Initial Authorization: Up to 2 g/kg per four weeks, up to 12
weeks total.

Continued Authorization: No reauthorization. Please see
Treatment of antibody (Ab)-mediated (humoral) rejection.

Treatment of antibody
(Ab)-mediated (humoral)

rejection

Initial Authorization: Up to 2 g/kg per four weeks, up to 12

weeks total.

Continued Authorization: Up to 2 g/kg per four weeks

Authorization shall be reviewed after each course (see

Reauthorization).

Reauthorization: Clinical documentation (including, but not

limited to chart notes) must be provided to confirm that one of the

following is met:

e Persistent rejection: Up to 28 weeks total may be authorized
if rejection is persistent, and documentation of a treatment
plan has been provided that must include a plan for re-
transplantation.

e New episode of rejection: Up to 12 weeks total when there is
documented improvement from a previous course and
confirmation of another episode of rejection.
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Indication 2 Dosing Schedule

2 Hizentra may be authorized up to 0.4 gm/kg/week

Other Miscellaneous disorders

Kawasaki syndrome - Initial Authorization: Up to 4 g/kg total, authorized over an
eight-week period.

- Continued Authorization: No reauthorization

Pediatric intractable - Initial Authorization: Up to 2 g/kg per four weeks, up to 28

epilepsy weeks.

- Continued Authorization: Up to 2 g/kg per four weeks

- Authorization shall be reviewed at least every 52 weeks.

- Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, with documented significantly reduced
frequency and/or duration of seizures.

Post-Exposure - Initial Authorization: 400 mg/kg as a single dose.
prophylaxis against - Continued Authorization: No reauthorization.
varicella-zoster (VZV)

BK Viremia (BK - Initial Authorization: Up to 2 g/kg total, authorized over a
polyomavirus in solid twelve-week period.

organ transplantation) - Continued Authorization: No reauthorization.

PANDAS / PANS - Initial Authorization: Up to 2 g/kg per four weeks, up to 12

weeks (up to 3 months).

- Continued Authorization: Up to 2 g/kg per four weeks

- Authorization shall be reviewed at least every 12 weeks (3
months).

- Reauthorization: Clinical documentation (including, but not
limited to chart notes) must be provided to confirm that the
medication is effective, with documented significantly reduced
severity of symptoms and improvement in functioning. This
evaluation must include clinical testing with a validated
instrument (see Appendix 2), which must be performed
pretreatment and posttreatment to demonstrate clinically
meaningful improvement.

V. Immune globulin (IVIG/SCIG) is considered investigational when used for all other
conditions, including, but not limited to:

1. Acute lymphocytic leukemia
2. Acute renal failure
3. Adrenoleukodystrophy
4. Adult HIV infection
5. Alzheimer's disease
6. Aplastic anemia
7. Asthma
8. Atopic dermatitis
9. Autism
10. Cardiomyopathy, recent-onset dilated
11. Chronic fatigue syndrome
12. Clostridium difficile, recurrent
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13. Complex Regional Pain Syndrome (CRPS)
14. Cystic fibrosis
15. Diabetes

16. Diamond-Blackfan anemia
17. Encephalitis, not otherwise specified (in the coverage criteria above)
18. Endotoxemia

19. Heart block, congenital

20. Hemolytic anemia (other than autoimmune)
21. Hemophagocytic syndrome

22. Human T-lymphocyte virus-1 myelopathy
23. Hyper IgE syndrome

24. Immune mediated neutropenia
25. Inclusion body myositis
26. Infectious disease in high-risk neonates and adults following surgery or trauma

217. Lumbosacral plexopathy

28. Narcolepsy/cataplexy

29. Neonatal hemochromatosis
30. Nephropathy, membranous
31. Nephrotic syndrome

32. Neuropathy, not otherwise specified (in the coverage criteria above)
33. Ophthalmopathy, euthyroid

34. Paraproteinemic neuropathy

35. Post-polio syndrome

36. Recurrent spontaneous abortion

37. Rheumatoid arthritis

38. Systemic Sclerosis, diffuse cutaneous (deSS)
39. Stevens-Johnson Syndrome

40. Still's Disease (Systemic Juvenile Immune Arthritis, SJIA)

41. Surgery or trauma
42, Thrombocytopenia, nonimmune
43. Thrombotic Thrombocytopenic Purpura, including Hemolytic Uremic Syndrome

(TTP/HUS), neonatal autoimmune and transfusion refractory.

44. Tic disorder (Based on DSM Criteria)

45. Toxic epidermal necrolysis (TEN)

46. Urticaria, delayed pressure

47. Vasculitic syndromes, other systemic (not specified above), such as antineutrophil
cytoplasmic antibody- (ANCA) associated vasculitis [microscopic polyangiitis
(MPA)], and eosinophilic granulomatosis with polyangiitis (EGPA) [Churg-Strauss
Syndrome (CSS)]

48. Von Willebrand’s syndrome
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Position Statement

Summary

Intravenous immune globulin (IVIG) 1 2]

All IVIG preparations are generally considered therapeutically interchangeable.

Minor immunoglobulin A (IgA) and immunoglobulin G (IgG) subclass differences exist.
[32-34]

IVIG preparations with low IgA content are used to minimize reactions in patients with
hypogammaglobulinemia and concurrent IgA deficiency or when anti-IgA antibodies are
present in a recipient.

Differences in formulation may guide product selection (e.g., pre-mixed liquid vs.
lyophilized powder, 5% vs. 10%, low sucrose, low osmolarity).

Given that there are several available IVIG preparations that are generally considered
therapeutically interchangeable, the use of significantly more expensive formulations of
IVIG are considered not medically necessary and not coverable (i.e., higher-cost immune
globulin replacement products as listed in Table 2).

Subcutaneous immune globulin (SCIG) 11

All immune globulin products for subcutaneous (SC) use are approved for patients with
primary immune deficiency (PID). They are available as 16.5% or 20% solutions for
weekly SC infusion or as a 10% solution (Hyqvia) for monthly SC infusion.

Some immune globulin products for intravenous (IV) use may also be for SC
administration (see Tables I and 2 above).

Multiple injection sites (three to eight) are necessary for weekly infusion (all SCIG in
Tables 1 and 2, excepting Hyqvia) for an average patient because of the volume that
must be infused. Hyqvia 10% is formulated with hyaluronidase, to allow for larger
volume infusion at a single injection site, dosed monthly.

SCIG has a lower bioavailability than IVIG, so must be given in higher doses to achieve
the same serum IgG concentrations. With exception of Hyqvia, all SCIG formulations
require a dose increase versus IVIG.

However, SC delivery may result in higher steady-state IgG levels due to less variation
in IgG levels.

Most of these products have not been approved for SC administration for any indication,
other than PID. Because other diagnoses usually require larger doses (based on grams
per kilogram) with a high volume per dose, SC administration is generally not feasible.
Therefore, use of SCIG in excess of the doses listed in the Quantity Limits (Tables 1 and
2) is considered “not medically necessary.” Higher doses of immune globulin replacement
therapy may be given with intravenous (IVIG) products.

Injection site swelling, redness, and itching were reported in the majority of patients.

Given that there are several available SCIG preparations that are generally considered
therapeutically interchangeable, the use of significantly more expensive formulations of
SCIG are considered not medically necessary and not coverable.
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Dosing Considerations and Therapeutic Levels for Replacement Therapy for Treatment of
Immunodeficiency with Hypogammaglobulinemia 3]

- Dosing adjustment in replacement therapy is based on clinical response and IgG levels.

* The trough or steady state IgG level is obtained before scheduled infusions and
frequently guides immune globulin replacement therapy (IVIG/SCIG) dose
selection.

* The minimum serum concentration of IgG necessary for protection has not been

firmly established. However, maintenance of serum trough IgG levels above 500
mg/dL has been considered a sufficient target to prevent most systemic
infections. Some patients may require a higher IgG level for protection.

- Immune globulin replacement therapy is a blood product and by nature, in limited
supply and costly to prepare and administer. Long toxicity associated with immune
globulin replacement (IVIG/SCIG) therapy includes potential risk of renal toxicity and
thrombotic events. As such, use of immune globulin replacement therapy should be
limited to specific conditions with proven benefit, when diagnostic criteria are met, and
used by, or in consultation with, appropriate subspecialists.

- Dosing of immune globulin replacement therapy for conditions other than
hypogammaglobulinemia do NOT require monitoring of IgG levels. Efficacy in conditions
other than hypogammaglobulinemia is based on clinical response, including
improvement or resolution of disease symptoms, up to the maximum covered dose (per
the Quantity Limits above).

Clinical Efficacy

IMMUNODEFICIENCY (Primary or Secondary) - Replacement Therapy for
Hypogammaglobulinemia

Primary humoral immunodeficiency diseases [1 34l
- All available immune globulin replacement products are FDA-approved for use in
primary immunodeficiency (PID).

- X-linked agammaglobulinemia (congenital agammaglobulinemia) occurs in male infants,
usually presenting in the first 3 years of life.

- Common variable immunodeficiency (CVID; acquired hypogammaglobulinemia; adult
onset hypogammaglobulinemia; dysgammaglobulinemia) is characterized by low to

normal IgG levels and inability to produce an antibody response to protein (e.g., tetanus)
or carbohydrate antigens (e.g., Pneumovax). Most patients experience severe recurrent
and/or chronic infections.

- Combined immunodeficiency syndromes, including Wiskott-Aldrich syndrome, are rare,
inherited syndromes.

- Immunoglobulin reference ranges vary depending on the age of the patient and the
particular assay method used. The usual immune globulin maintenance dose is 100-
800mg/kg/month and therapy is usually life-long.

© 2024 Regence. All rights reserved.
dru020.38 Page 17 of 40

July 1,2025 These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.



July 1, 2025

- Hypogammaglobulinemia in neonates [

* Treatment with IVIG is usually reserved for patients with recurrent severe
infections, not responding to antibiotic prophylaxis.
* The usual IVIG dose is 400 — 600 mg/kg/month, administered as a single dose, or

up to several months in duration.

Acquired Deficiencies:

- Hematologic malignancy-related hypogammaglobulinemia (including B-cell cancers,
multiple myeloma, and post-bone marrow transplant (BMT). [67]

* Use of immune globulin replacement in hypogammaglobulinemia patients with

B-cell cancers (including CLL), multiple myeloma and post-allogeneic bone
marrow transplant (BMT) is supported by guidelines.

* IVIG therapy reduces the incidence of bacterial infections in patients with
hematologic malignancies and secondary hypogammaglobulinemia.

* Previously, use of IVIG prophylaxis post-BMT was common for prevention of
graft versus host disease (GVHD); however, with improved immunosuppressant
regimens, the use of routine IVIG prophylaxis is no longer supported.

* Monthly IVIG infusions of 400 mg/kg are recommended to maintain the serum
IgG level.

- HIV-infected children < 13 years of agel8l

* Current guidelines recommend IVIG use among HIV-infected children who have
hypogammaglobulinemia (IgG <400 mg/dL), to prevent serious bacterial
infections (SBIs).

* IVIG is no longer recommended for primary prevention of SBIs in children,
unless hypogammaglobulinemia is present. During the pre-HAART (highly-
active antiretroviral therapy) era, IVIG was shown to decrease the frequency of
bacterial infections and hospitalization in children with AIDS, however only in
those not receiving daily Pneumocystis carinii pneumoniae (PCP) prophylaxis.

AUTOIMMUNE (IMMUNE-MEDIATED) DISORDERS

- Pooled immune globulin (IVIG) has been studied and found to be useful in a variety of
autoimmune disorders, including hematologic, neuromuscular and infectious disease-
related diseases. However, given the rarity of many of these disorders, the evidence for
safety and efficacy in some diagnoses is insufficient at this time.

- The mechanism of action of IVIG in autoimmune disorders is thought to include acute
neutralization of circulating autoantibodies, toxins, and cytokine modulation, as well as
long-term reduction of antibody production and suppression of T-cell cytokines.

Hematologic (immune-mediated) Disorders: [6]

Acquired Factor VIII inhibitor [9-14]
- A sufficient treatment course is usually 6-12 weeks before attempting a different
immunosuppressive agent. Patients are generally treated until remission (elimination of

the inhibitor) occurs, which may take several months.
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- Treatment regimens of 1 gm/kg for 2 days or 400 mg/kg for 5 days have been studied. In
one study, only 6 of 19 patients responded to IVIG within 40 days of treatment.

Fetal (neonatal) alloimmune thrombocytopenia (FAIT): [15 16]

- ACOG guidelines recommend IVIG as first line treatment for documented fetal
thrombocytopenia.

- A trial comparing IVIG treatment with and without dexamethasone in siblings showed

that:

* IVIG treatment was associated with an increase in mean platelet count of
69,000/mms3.

* There were no instances of intracranial hemorrhages, although hemorrhage had

occurred previously in 10 untreated siblings.

- The recommended dose of IVIG is 1 gm/kg/week, increasing to 2 gm/kg/week in
refractory cases.

Idiopathic thrombocytopenia purpura (ITP) [617-20]

- Normal platelet count range is 115,000/mm3 to 440,000/mms3,.

- Acute ITP
* Acute ITP is usually seen in children and typically resolves spontaneously within
2 months.
* Approach to management of children with observation, steroids, and/or IVIG is

based on severity and type of bleeding (such as mucosal versus non-mucosal).

* In various studies, a majority of IVIG recipients attained platelet counts greater
than 100,000 cells/mm3 within 7 days.

* A maximum of 1 gm/kg/day for three or four doses of IVIG on alternate days is
recommended.
- Chronic ITP
* Current evidence does not support that IVIG alters the natural course of chronic

ITP, affects long-term morbidity/mortality, or increases the rate of long-term

remission.

* IVIG is not indicated for the maintenance of platelet counts in chronic ITP;
however, IVIG maybe be used episodically in patients with chronic ITP, for
acutely low platelet levels.

* Steroids are considered the first-line treatment of choice for chronic I'TP.
Although the use of IVIG may be considered as a steroid-sparing adjunctive
therapy for chronic ITP, other therapies with a more durable response should be
considered, such as splenectomy, rituximab, Promacta (eltrombopag) or Nplate
(romiplostim).

* IVIG may be considered in patients with dangerously low platelet counts (less
than 10,000 to 20,000 per mm3 in adults or less than 30,000 per mm? in children)
or patients undergoing an invasive procedure, and therefore may be at an
increased risk for significant bleeding, such as intracranial hemorrhage.
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* Choosing Wisely, an evidence-based initiative to promote wise use of medical
resources, states that patients with ITP should not be treated in the absence of
bleeding or a very low platelet count. Only rarely should patients be treated
when platelet counts are above 30,000, such a preparation of surgery or an
invasive procedure. Unnecessary treatment exposes patients to potential adverse
events and raises the overall cost of care, with unknown clinical benefit. [20]

* The usual dose of IVIG is 1 to 2 gm/kg divided into equal amounts and given over
2 to 5 days.
- ITP in pregnancy (a.k.a. Pregnancy-Associated ITP) [6 15 19]
* The goal of therapy is to minimize the risk of bleeding complications due to
thrombocytopenia.
* Platelet function is typically normal, so it is not necessary to maintain platelet

count in the normal range.
* The first line of treatment is prednisone, usual dose 1-2 mg/kg/day.

* IVIG is useful in cases that are resistant to steroids and when a rapid rise in
platelets is necessary. A response typically occurs within 6 — 72 hours of IVIG
treatment.

* For patients nearing the end of their pregnancy and preparing for use of epidural
anesthesia, IVIG coverage will be considered under “ITP, acute” criteria, for use
prior to an invasive procedure. Because the evidence is less useful in determining
the exact threshold platelet levels needed for prevention of bleeding, the use of
IVIG is generally at the discretion of the treating anesthesiologist or surgeon,
and pregnant patients are managed like non-pregnant patients.

* The American College of Obstetrics and Gynecology (ACOG) recognizes the high
cost of IVIG therapy and suggests consultation from a physician experienced in
the treatment of ITP when considering use of IVIG therapy.

. Guidelines recommend that, except for the delivery, treatment indications
for pregnant women are similar to those currently recommended for any

patient.

. At the time of delivery, management of ITP is based on an assessment of
maternal bleeding risks associated with delivery, epidural anesthesia,
and the minimum platelet counts recommended to undergo these
procedures (80 X 109/L for epidural placement and 50 X 10%L for cesarean
delivery)

Post-transfusion purpura (hemolytic transfusion reaction) [19 21]

- Post-transfusion purpura is a rare condition that can occur in patients undergoing blood
transfusions. It typically develops approximately one-week after blood transfusion.

- IVIG may be considered first-line therapy in severely affected patients.

- The recommended dose of IVIG is 500 mg/kg/day for two consecutive days. Rapid
platelet recovery has been seen within days of treatment.
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Pure Red Cell Aplasia (PRCA), Viral [1922]

- Parvovirus B19 infects and lyses red cell precursors, which can cause pure red cell

aplasia. IVIG therapy is usually reserved for patients with chronic parvovirus infection
and chronic anemia.

- Chronic parvovirus infection with anemia usually occurs in immunocompromised
patients. If the immunodeficiency improves, the parvovirus and anemia may
spontaneously resolve.

- The usual dose of IVIG is 2-4 grams/kg, divided as 400 mg/kg/day for 5 — 10 days, 1
gm/kg/day for 3 days or 0.5 gm/kg weekly for 4 weeks. Initial treatment courses may be
indicated with recurrence of anemia and increase in parvovirus B19 DNA.

Neuromuscular Disorders:
Inflammatory demyelinating polyneuropathy (IDP) [23-28]
- Guillain-Barré syndrome (GBS) and Acute IDP22.23, 90][23-25]
* Diagnostic criteria for GBS include all of the following:

] Progressive weakness of the extremities, the trunk, bulbar and facial
muscles, and external ophthalmoplegia.

= Reduction or absence of deep tendon reflexes in weak limbs.
. Presence of demyelination on electrodiagnostic studies may be present
but is not required for the diagnosis of GBS.
* IVIG appears to be effective in adult patients with Guillain-Barré syndrome
when given within 2 weeks of symptom onset.

* The recommended IVIG dose is 400 mg/kg/day for 5 days. If relapse occurs within
1-2 weeks of initial therapy, an additional treatment course of IVIG may be
effective. Further treatment does not improve outcomes and is not recommended.

- Chronic IDP (CIDP)I26-28]
* Clinical guidelines recognize the use of specific diagnostic criteria for CIDP, to

exclude other causes of neuropathy and confirm the presence of peripheral nerve

demyelination.

. Objective criteria include use of electrodiagnostic (EMG) testing, along
with additional studies, such as nerve biopsy or lumbar puncture (LP) to
confirm elevation of CSF protein.

. Given the lack of consensus across guidelines and need to exclude
neuropathies unlikely to respond to IVIG therapy, use of objective criteria
are required to support a clinical diagnosis of CIDP.

* Treatment options include plasmapheresis, IVIG, and corticosteroids.

* The usual IVIG dose is 400 mg/kg/day for 5 days, repeated every 6 weeks.
Autoimmune encephalitis: acute demyelinating encephalomyelitis (ADEM) or anti-NMDA

receptor encephalitis

- Immune-mediated encephalitis is relatively rare and include ADEM and encephalitis
syndromes associated with antibodies against neuronal tissue, such as anti-NMDA
receptor encephalitis.
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The differential diagnoses list for autoimmune encephalitis is extensive and may include
diagnoses considered investigational in this policy. Therefore, IVIG is considered not
coverable, until the diagnosis is clarified.

Acute demyelinating encephalomyelitis (ADEM) (29

ADEM can be associated with various neurologic and psychiatric symptoms, including
cognitive and speech dysfunction, seizures, dyskinesias, altered consciousness, and
autonomic instability.

High-dose IV corticosteroid therapy is considered the first-line treatment for ADEM,
with IVIG or plasma exchange reserved for patients not responding to steroid therapy.

The usual IVIG dose is 400 mg/kg/day for 5 days.

Anti-NMDA receptor encephalitis (anti-NMDAR)/29 301

Anti-NMDA receptor encephalitis is a specific type of autoimmune encephalitis,
diagnosed by detection of IgG antibodies against a subunit of NMDA receptors in serum
or CSF. It can be associated with various neurologic and psychiatric symptoms,
including cognitive and speech dysfunction, seizures, dyskinesias, altered consciousness,
and autonomic instability.

The diagnosis of anti-NMDAR is confirmed by very specific testing, IgG antibodies to the
GluN1 (also known as NR1) subunit of the NMDA receptor in CSF. However, given
access to testing and delays in results, available standard diagnostic tests can support
the diagnosis, including CSF, EEG, and brain MRI.

Based on large case series and years of experience in clinical practice, use of
immunosuppression therapy is the standard of care, with corticosteroids, IVIG, plasma
exchange, cyclophosphamide, or rituximab. IVIG (400 mg/kg/day for 5 days) in
combination with high-dose methylprednisolone or plasma exchange may be useful in
treating patients with anti-NMDA receptor encephalitis in the first-line setting.
Rituximab and/or cyclophosphamide may be of benefit in patients not responding to
IVIG and steroids within 10 days. Children are generally managed with monotherapy
(cyclophosphamide or rituximab).

Dermatompyositis (DM), adult and pediatric Juvenile)[26 31-34]

High-dose IVIG is a safe and effective treatment for refractory dermatomyositis
unresponsive to corticosteroid therapy. [26 31 32]

For adults, abnormalities on EMG or elevations in CPK are accepted diagnostic criteria.

Juvenile dermatomyositis (JDM) is characterized by a vasculopathy affecting both the
muscle and the skin. For pediatric patients, a number of muscle enzymes, including
CPK, LDH, AST or aldolase, may be used to confirm the diagnosis. Myositis may also be
confirmed by an abnormal muscle biopsy, EMG or MRI. Children can also have specific
skin manifestations associated with the dermatomyositis, including Gottron papules on
the dorsal surface of the knuckles and heliotrope rash over the eyelids.[33l

The recommended IVIG dose is 2 gm/kg per month.
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Lambert-Eaton myasthenic syndrome (LEMS)[26 31 35]

LEMS is a rare acquired autoimmune disorder characterized by proximal weakness of
extremities, decreased reflexes, and dryness of mouth and eyes.

IVIG improved limb, respiratory muscle, and bulbar muscle strength in a small,

randomized trials. (34]

The recommended dose of IVIG is 2 gm/kg administered over 2 — 5 days.

Multifocal motor neuropathy (MMN) [31 36-43]

MMN is a progressive neuropathy with asymmetric, distal weakness of at least one limb,
upper extremities more frequently than lower extremities.

Small, controlled trials demonstrate significant increase in muscle strength associated
with IVIG administration, long-term benefits, and safety (44 patients across four small
trials of IVIG induction therapy as compared to placebo). [36-40]

The recommended IVIG dose is 2 gm/kg/month, administered over 2 — 5 days.[31 42]
Additionally, patients with anti-GM1 antibodies show an increased chance of response to
IVIG. However, anti-GM antibodies are present in only 30-80% of patients with MMN
and are not specific to MMN. In addition, patients who lack anti-GM1 antibodies may
have a favorable response to IVIG; therefore, the clinical utility of monitoring anti-GM1
antibodies is uncertain. [41]

Myasthenia gravis (MG) [26 44 45]

IVIG may be useful in treating patients with severe myasthenia gravis acutely, or as
maintenance therapy for patients who fail to respond to the maximum tolerated doses of
corticosteroids and/or immunosuppressants.

Randomized trials examining short-term treatment of myasthenia gravis with IVIG
have shown no difference between IVIG and plasma exchange or IVIG and
methylprednisolone.

There is no evidence to determine whether IVIG improves function or reduces steroid
requirements for moderate to severe myasthenia gravis.

The recommended dose of IVIG is 1 — 2 gm/kg/month administered over 2 — 5 days.

Opsoclonus-myoclonus ataxia (OMA)

Opsoclonus-myoclonus ataxia (OMA) is a rare neurological syndrome characterized by
an unsteady gait, brief shock-like muscle spasms, and irregular rapid eye movements
and can be a paraneoplastic (e.g., with neuroblastoma) or non-paraneoplastic syndrome.

Evidence supporting the use of IVIG for OMA consists mainly of retrospective chart
reviews and case reports in children and adults. [46]

However, one randomized phase 3 placebo-controlled trial for the use of IVIG for
children with opsoclonus-myoclonus associated with neuroblastomas found a reduction
in OMA in the IVIG-treated group as compared to placebo (81 versus 41%). All patients
received steroids and chemotherapy. IVIG was dosed 1 gm/kg on days 0 and 1 of each 28-
day cycle.[48]
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Pemphigoid bullous (e.g., pemphigus foliaceus, pemphigus vulgaris) [34 49]

- IVIG is typically given in refractory disease, in combination with conventional
treatments, such as immunosuppressive agents and plasmapheresis, and is discontinued
once conventional treatment (such as corticosteroids, azathioprine, cyclophosphamide,
etc.) takes effect. IVIG is not considered a maintenance therapy for pemphigus foliaceus,
pemphigus vulgaris or other autoimmune mucocutaneous blistering diseases.

- The usual dose of IVIG is 1-2 gm/kg administered over 3 days. This regimen may be
repeated every 3-4 weeks.

- Polymyositis is an inflammatory myopathy with no unique clinical features. It is
typically a diagnosis of exclusion in patients with slowly progressive muscle weakness.

- Traditional therapies include immunosuppressive medications or steroids.

- IVIG may be considered for patients not responding to first-line immunosuppression.
- The recommended dose of IVIG is 2 gm/kg/month administered over 2 — 5 days.

Stiff Person Syndrome 24, 44 [26 50]

- Sixteen patients were randomized to IVIG or placebo for 3 months, and then crossed

over to the alternate treatment after a 1-month washout period. IVIG patients
demonstrated decreased stiffness scores, decreased frequency of falls, ability to walk
more easily without assistance, and improved ability to perform work-related tasks.
Benefits lasted 6 weeks to 1 year without additional treatment.

- The usual dose of IVIG is 400 mg/kg/day for 3 — 5 days.

Systemic Lupus Erythematosus

- Small case series suggest some benefit from treatment with IVIG when compared to
cyclophosphamide.

- The usual dose of IVIG is 400 mg/kg/day for 5 days.

Transplant (Solid Organ):

Antibody-mediated rejection (AMR) 45-47 [51-53]

- Acute allograft (organ) rejection may be cellular (T-cell mediated) or humoral (antibody-
mediated) (AHR, AMR).

- The standard for diagnosis of rejection is a transplant biopsy. [52]

- Pre-treatment with IVIG (desensitization) may reduce the risk of AMR in “highly
sensitized” renal and/or heart transplant patients, also referred to as “with donor
specific antibodies (DSAs” [52 53]

- A randomized, double-blind trial comparing IVIG to placebo in 101 highly sensitized

renal transplant candidates concluded that IVIG is better than placebo in improving
transplantation rates. [51]

- Acute humoral rejection (AHR) is also an AMR and can occur outside of the peri-
operative period, but most commonly within 6 months after transplant. The diagnosis is
confirmed by a renal biopsy. The goal of therapy is early antibody elimination with IVIG,
pheresis, or a combination of modalities.
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A variety of protocols have been developed for the use of IVIG in treating AMR after
solid organ transplant. (52 53]

Other Miscellaneous Disorders:

Kawasaki syndrome][54 551

IVIG in conjunction with aspirin given within the first 10 days of illness can reduce the
incidence of coronary artery abnormalities, compared with treatment with aspirin alone.
IVIG is not effective if more than ten days have elapsed from onset of symptoms.

The usual dose of IVIG is 2 gm/kg as a single dose but may be repeated if the patient
fails to defervesce.

BK viremia (BK polyomavirus in solid organ transplantation) [56-59]

The American Society of Transplantation Infectious Diseases Community of Practice
(AST-IDCOP) recommends a stepwise reduction of immunosuppressive therapy until
serum BK levels are no longer detectable. Although there are no randomized controlled
trials, this approach is supported by a meta-analysis and a number of large prospective
observational studies reporting successful clearance BK virus in 80% to 100% of cases.

Reduction of immunosuppressants is often done in a stepwise fashion:

* Immunosuppressants for solid organ transplants include calcineurin inhibitors
(such as cyclosporine and tacrolimus), antimetabolites (such as azathioprine and
mycophenolate), and steroids (prednisone).

* Immunosuppression reduction may begin with a reduction of either the
calcineurin inhibitor or antimetabolite by 50%, eventually leading to a
discontinuation of the antimetabolite.

The highest IVIG dose studied in BK viremia was 2g/kg, given over several days to
weeks. The optimum dose, frequency, and duration for IVIG use in BK viremia varies
greatly and needs further evaluation. However, there is no evidence to support higher,
longer, or repeated doses of IVIG.

Pediatric Autoimmune Neuropsychiatric Disorders Associated with Streptococcal
Infections (PANDAS) / Pediatric Acute-onset Neuropsychiatric Syndrome (PANS) [60-64]

* PANDAS/PANS are syndromes with an abrupt onset of symptoms and associated

temporally with a Group A beta-hemolytic streptococcal infection. The symptoms
generally are abnormal behavioral (neurologic and psychiatric in nature) and
may include obsessive-compulsive disorder (OCD), tic disorders (verbal or motor),
and cognitive issues. Other symptoms may include emotional symptoms (e.g.,
anxiety, emotional lability, irritability, aggression, oppositional behaviors),
reduced performance in school (related to deficits in attention and memory,
hyperactivity, and cognitive changes), sensory or motor abnormalities, and
somatic symptoms (sleep disturbance, enuresis, or urinary frequency). (641

* A recent consensus statement from the PANS Research Consortium indicates
that IVIG has been used in clinical practice for PANS/PANDAS; however, this
statement also acknowledged the lack of high-quality evidence in this area. [6062]

* There is currently insufficient evidence that IVIG is more effective than any
other approach for treatment of for PANS/ PANDAS. Case series and case
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reports, as well as initial low-quality studies in small numbers of subjects, have
suggested that IVIG may be efficacious in PANS/PANDAS. However, good
quality, randomized, double-blinded trials have failed to show any significant
difference between IVIG and placebo during the blinded study period. [61 631 Any
recommendation for treatment is based on very low-quality evidence, including
expert opinion and lower-quality observational data. (64

* Of note, there is a lack of consensus among experts that PANDAS is an
autoimmune disorder. As such, use of immunomodulators is not universally
recommended and some experts caution against their use. (63

* Because the safety and efficacy of IVIG remains inconclusive, the use of IVIG is
coverable for PANS/PANDAS only when: [64]

. PANS/PANDAS is diagnosed by a subspecialist (such as a pediatric
neurologist, pediatric psychiatrist, neurodevelopmental pediatrician,
pediatric rheumatologist, pediatric allergist/immunologist) and

. IVIG use is endorsed by the primary care provider (such as a family
physician or pediatrician) and

= An appropriate clinical trial of less intensive treatments is ineffective for
sustained reduction in symptoms. Less intensive treatments investigated
for management of PANDAS/PANS include antimicrobials, anti-
inflammatories, and psychoactive therapies:

*

Antimicrobials: short-course antibiotic therapy for confirmed
Group A beta-hemolytic strep infection (14-day course, minimum).

Anti-inflammatory therapies: initial therapy with nonsteroidal
anti-inflammatory drugs (NSAIDs) for 5-7 days. Corticosteroids
may be used if suboptimal response to NSAIDs (sufficient course).

Psychoactive therapies: selective serotonin reuptake inhibitors
(SSRIs) and/or behavioral therapy [such as cognitive behavioral
therapy (CBT), or

Given lack of clearly recommended specific treatments by
guidelines among a large variety of available of less intensive
treatment options available, IVIG is coverable only when at least
two of these listed above are ineffective, as detailed in the

coverage criteria.

Plasma exchange (PLEX), tonsillectomy, and adenoidectomy are
also treatment options in this setting, which are not required but
may be considered valid prior step therapies.

. A baseline evaluation is completed and includes detailed documentation
of neuropsychiatric symptoms and associated functional impairment.
Clinical testing with a validated instrument must be performed
pretreatment and posttreatment to demonstrate clinically meaningful
improvement (see Appendix 2). Use of non-validated instruments are not
sufficient (see Appendix 3).
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INVESTIGATIONAL CONDITIONS

The University Hospital Consortium (UHC), an alliance of 68 academic health centers,
performed a critical assessment of off-label IVIG uses.

The UHC determined published data to be inadequate to support the use of IVIG in

various conditions. [65]

Asthma: Further trials in asthma patients are necessary to delineate patient subsets

that would best benefit from IVIG therapy and define optimal dosing in this condition.
[66-69]

HIV (adults): The use of IVIG in HIV-infected adults is not definitive to substantiate a
positive benefit on overall long-term health outcomes. [70]

Multiple sclerosis, progressive: There is not substantial evidence to support IVIG in the

treatment of chronic progressive multiple sclerosis. [71 72]

Multiple sclerosis; relapsing-remitting type (RRMS): IVIG may provide some benefit in

reducing the acute exacerbation rate in relapsing-remitting multiple sclerosis.[73l

* Trials are generally limited to small numbers of patients and have lacked
complete data on clinical outcomes.

* Current evidence suggests little benefit with regard to slowing disease
progression.
* The American Academy of Neurology does not consider IVIG to be a first-line

therapy in the treatment of relapsing-remitting multiple sclerosis. Instead,
disease modifying therapies (DMTs) should be initiated (see Medications for
Multiple Sclerosis Policy in Cross References for more information).

Neuropathy, other (not listed in the criteria): Other neuropathies, such as small fiber

neuropathy and autonomic autoimmune neuropathy NOS

* The differential diagnoses list for neuropathy is extensive and may include
diagnoses considered investigational in this policy.

* Therefore, IVIG is not coverable until the diagnosis is clarified, for evaluation
versus coverage criteria.

* Specific to small fiber neuropathy: The available literature for the use of IVIG for
small fiber neuropathy is limited to case reports/case series,[74 along with two
small double-blind, placebo-controlled trials in patients with small fiber
neuropathy (SFN), one with painful idiopathic small fiber neuropathy (I-SFN)I73]
and a more recent trial with SFN associated with two autoantibodies, trisulfated
heparin disaccharide (T'S-HDS) and fibroblast growth factor receptor 3 (FGFR-3).

[76]

. Available case reports/ case series reported inconsistent and transient
results. [74
. The trial in idiopathic SFN reported no significant effect on pain in

patients with painful I-SFN with use of IVIG. It would require 10
patients to be treated for a single person to have a 1-point change in an
11-point pain scale. Disease modification effect was not measured. [75]
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. The trial in SFN and autoantibodies to TS-HDS and FGFR-3 did not find
a benefit with use of IVIG versus placebo.[7¢]

. Therefore, given that lack of meaningful benefit, the use of IVIG for small
fiber neuropathy is considered investigational and not coverable.

. The underlying cause needs to be treated (such as sarcoid, diabetes,
Sjogren).

. Pain treatment options include antidepressants [tricyclics (TCAs),

serotonergic norepinephrine reuptake inhibitors (SNRIs)],
anticonvulsants, corticosteroids, topical pain cream, analgesics, and
tramadol.

Specific to autoimmune neuropathy (a.k.a. immune-mediated neuropathy): [77-79]

. The diagnosis of autoimmune neuropathy, including autoimmune
autonomic neuropathy, requires exclusion of other immune-mediated
neuropathy causes, such as Guillain-Barre Syndrome (GBS),
demyelinating polyneuropathy, and multifocal motor neuropathy (MMN).

. For autoimmune neuropathy associated with systemic autoimmune
disease (such as vasculitis, rheumatoid arthritis, lupus, Sjogren
syndrome), the underlying cause needs to be treated.

. The available literature for the use of IVIG for autoimmune autonomic
neuropathy is limited to case reports/case series and one recent small
RCT in chronic residual peripheral neuropathy in microscopic polyangiitis
(no clear benefit of IVIG).["! Other reported treatment options include
mycophenolate, prednisone, azathioprine, and rituximab alone or in
combination. Additional evidence is needed to establish the benefit of
IVIG.

Paraproteinemic neuropathy: neuropathies associated with a monoclonal
gammopathy or paraprotein, including IgG or IgA paraproteinemic neuropathy.
Insufficient evidence is available to establish benefit from IVIG. [80]

- Optic neuritis (ON): There is insufficient evidence for the use of IVIG for optic

neuritis.[8182]

*

Optic neuritis is characterized by acute monocular visual loss. Demyelinating
optic neuritis is a frequent condition in patients with a diagnosis of multiple
sclerosis. Optic neuropathies due to other conditions are numerous and
addressed elsewhere.

The use of IVIG for optic neuritis is not supported by available evidence. One
small RCT (n=32) failed to demonstrate a statistically significant benefit in
improvement of the primary endpoint of logarithm of the minimum angle of
resolution (logMAR), a measure of visual acuity as compared to IV
methylprednisolone (“steroid pulse”) for steroid-resistant ON.[81]

At this time, the standard of care treatment for steroid-resistant ON in patients
with abnormal brain MRIs is initiation of disease-modifying therapies (DMTs) for
clinically isolated syndromes (CIS) suggestive of MS.
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Post-Polio: Trials of IVIG for post-polio syndrome failed to demonstrate a statistically

significant benefit in improvement of muscle strength. [83]

Recurrent pregnancy loss, or recurrent spontaneous abortion (due to anti-phospholipid

or anti-cardiolipin antibodies): [84-87]

*

Recurrent pregnancy loss is defined as three or more pregnancies resulting in
spontaneous abortion prior to 20 weeks of gestational age. These women often
have immunologic abnormalities, particularly antiphospholipid antibodies.

IVIG has not been established as a safe or effective therapy to prevent recurrent
spontaneous abortion in women with immunologic abnormalities, such as
elevated natural killer cells, defective cytokines, or defective growth factors. [84

One randomized controlled trial comparing IVIG to thyroid replacement therapy
for the prevention of miscarriages found IVIG to be less effective. There was a
statistically significant higher rate of live birth among women treated with
thyroid replacement therapy. [85]

A small randomized controlled trial in 85 women with a history of three or more
spontaneous abortions before 10 weeks of gestation compared low molecular
heparin (LMW) plus aspirin with IVIG therapy. The percentage of live births in
the LMW plus aspirin versus the IVIG treatment group was 72.5% and 39.5%,
respectively. [86]

A randomized controlled trial in 82 women with a history of idiopathic secondary
miscarriage compared live birth rates in those who received IVIG versus placebo

infusion (saline). There was no statistical difference between treatment groups.
[[84]

ACOG recommendations state:[87]

= If results are positive for the same antibody on two consecutive tests 6 to
8 weeks apart, initiate heparin and low-dose aspirin with next pregnancy
attempt.

. IVIG is not effective in preventing recurrent pregnancy loss.

- Additional conditions for which published data is determined to be inconclusive or

inadequate to support the use of IVIG include Alzheimer's disease, atopic dermatitis,

recurrent C. difficile, complex regional pain syndrome (CRPS), narcolepsy/cataplexy,

neonatal hemochromatosis, chronic sinusitis, tic disorder, delayed pressure urticaria,

systemic sclerosis (diffuse cutaneous, deSS) and toxic epidermal necrolysis[88-98]
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Appendix 1: Primary Humoral Immunodeficiencies, as defined by the following
diagnostic criteria:

1. X-linked agammaglobulinemia (congenital agammaglobulinemia) diagnosis accompanied by
marked deficits or absence of all five immunoglobulin classes (IgG, IgM, IgA, IgE, and IgD),
decreased circulating B lymphocytes, and normal numbers of functioning T lymphocytes.

OR

2. Hypogammaglobulinemia (a general term describing serum levels of IgG which are below the
lower limits of normal).

OR

3. Common variable immunodeficiency (CVID; acquired hypogammaglobulinemia; adult onset
hypogammaglobulinemia; dysgammaglobulinemia) documented with low to normal IgG levels
and the inability to produce an antibody response to protein (e.g., tetanus) or carbohydrate
antigens (e.g., Pneumovax).

OR

4. Immunoglobulin subclass deficiency (e.g., X-Linked immunodeficiency with hyper-IgM)
accompanied by very low serum concentrations of IgG, IgA, and IgE, with normal or, more
frequently, greatly elevated polyclonal IgM concentrations.

OR

5. Combined immunodeficiency syndromes, including Wiskott-Aldrich syndrome, accompanied by
marked deficits in IgG, IgA and IgM, low lymphocyte counts, and absent or below normal
levels of both B- and T-lymphocytes.

Appendix 2: Validated Neuropsychological Tests for PANS/PANDASI64]

Assessment | Validated Test
of:

Motor and e  Children’s Yale-Brown Obsessive Compulsive Scale (CY- BOCS) for presence
vocal tics,
obsession and
compulsion

and severity of motor and vocal tics
e Yale Global Tic Severity Scale (YGTSS) for presence and severity of child’s
obsession and compulsion

Anxiety Multidimensional Anxiety Scale for Children (MASC) for the presence and types
of child’s anxiety symptoms for ages 8 to 19 years.

Short-term e Digit Span subtest Wechsler Intelligence Scale for Children for verbal short-
memory and

. term memory for ages 6 to 16 years
attention

e Coding subtest Wechsler Intelligence Scale for Children for visual-motor
dexterity and nonverbal short-term memory for ages 6 to 16 years; and

e Symbol Search subtest Wechsler Intelligence Scale for Children for accuracy,
attention and concentration for ages 6 to 16 years.

Processing Processing Speed Index Wechsler Intelligence Scale for Children (WISC III-IV)
speed for speed of cognitive processes and response output on visual-motor tasks for
ages 6 to 16 years

General Global Impairment Score scale to measure impairment in children and
adolescents

© 2024 Regence. All rights reserved.
dru020.38 Page 30 of 40

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.




Appendix 3: Other Neuropsychological Tests (non-validated) [64

Assessment of: | Test

General e Achenbach System of Empirically Based Assessment (ASEBA),19 Mini
international neuropsychiatric interview (M.I.N.I.- KID) or equivalent -
general assessment of psychiatric conditions

e Child and Adolescent Trauma Screen (CATS) for trauma screening

e Children's Global Assessment Scale (C- GAS) for general functioning

e  (Clinical Global Impression- Severity Scale (CGI- S) for severity of the
patient's illness at time of assessment

e Pediatric Quality of Life Inventory (PedsQL) for quality of life

e Work and Social Adjustment Scale (WSAS) 2 for impaired functioning

e KIDSCREEN for subjective health and well- being

Anxiety The Screen for Child Anxiety Related Disorders (SCARED)

Executive Behavior Rating Inventory of Executive Function (BRIEF)

Function

Screening for Kiddie Schedule for Affective Disorders and Schizophrenia (Kiddie- SADS)
psychiatric

diagnoses

Inattention, ADHD rating scale (ADHD- RS)

hyperactivity and
impulsivity

Cross References

BlueCross BlueShield Association Medical Policy, 8.01.05 - Immunoglobulin Therapy. [November
2022]

Medications for thrombocytopenia, Medication Policy Manual, Policy No. dru648

Medications for multiple sclerosis, Medication Policy Manual, Policy No. dru753

Products with Therapeutically Equivalent Biosimilars/Reference Products, Medication Policy
Manual, Policy No. dru620

Site of Care Review, Medication Policy Manual, Policy No. dru408
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Codes | Number | Description (Injection, immune globulin)
HCPCS J1459 Ip]egtlon, immune globulin (Privigen), intravenous, non-lyophilized (e.g.,
liquid), 500 mg
HCPCS J1460 Injection, gamma globulin, intramuscular, 1 cc
HCPCS J1554 Injection, immune globulin (Asceniv), 500 mg
HCPCS J1555 Injection, immune globulin (Cuvitru), 100 mg
HCPCS J1556 Injection, immune globulin (Bivigam), 500 mg
HCPCS J1557 In]ectl.on,'1mmune globulin, (Gammaplex), intravenous, non-lyophilized
(e.g., liquid), 500 mg
HCPCS J1559 Injection, immune globulin (Hizentra), 100 mg
HCPCS J1561 In]ectl.on,'lmmune globulin, (Gamunex-C/Gammaked), non-lyophilized
(e.g., liquid), 500 mg
HCPCS J1566 In]ecthn, immune globulin, intravenous, lyophilized (e.g., powder), not
otherwise specified, 500 mg
HCPCS J1568 Ip]egtlon, immune globulin, (Octagam), intravenous, non-lyophilized (e.g.,
liquid), 500 mg
HCPCS J1569 Ip]e?tlon, immune globulin, (Gammagard liquid), non-lyophilized, (e.g.,
liquid), 500 mg
HCPCS J1579 Injection, immune globuh.n, (Flebogamma/Flebogamma Dif), intravenous,
non-lyophilized (e.g., liquid), 500 mg
HCPCS J1576 Immune globulin intravenous, human - ifas (Panzyga)
HCPCS J1575 In]ectl'on, immune globulin/hyaluronidase, (HYQVIA), 100 mg immune
globulin
HCPCS J1599 In]ecthn, immune globulin, intravenous, non-lyophilized (e.g., liquid), not
otherwise specified, 500 mg
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Revision History

Revision Date

Revision Summary

9/19/2024

Effective 1/1/2025, moved Hyqvia from Table 2 (‘Not Medically
Necessary’ Higher-Cost Immune Globulin Replacement Products) to
Table 1 (Coverable Immune Globulin Replacement Products).

6/20/2024

New IVIG product, Alyglo immune globulin intravenous, human-stwk),
added to policy as medically necessary.

3/21/2024

Effective 3/21/2024:

Clarification of the following criteria:

- Multifocal motor neuropathy (MMN) diagnostic criteria, for
operational consistency.

- Myasthenia gravis (MG) step therapy criteria, to align with other
medication policies for MG for administrative consistency (no
change to intent of coverage criterion).

- PANDAS/PANS step therapy criteria (from three to two step-
therapies), as required by Oregon State DFR 11/14/2023 Notice of
Coverage Requirement).

Correction of the products considered not medically necessary in the

Continuation of Therapy (COT) criteria. Changed criteria I. to refer to

the products listed in Table 2.

Removed Carimune from the policy (no longer commercially

available).

Renamed Table 2 to specify “High-Cost”.

Corrected coverable dose in Table 1 and Table 2 to match Dosing

Schedule in Table 3.

9/14/2023

Effective 1/1/2024:

Added coverage criteria for PANDAS/PANS.

Clarified “diagnosis by, or in consultation with” subspecialist
throughout the diagnostic criteria. No change to intent of criteria.
Moved following products to “not medically necessary,” for both
Continuation of therapy (COT) and New Starts:

- IVIG: Bivigam, Gammaplex, Panzyga

- SCIG: Cuvitru, Hyqvia

3/16/2023

Clarified Guillain-Barré syndrome (GBS) criteria to include, but not be
limited to acute inflammatory demyelinating polyneuropathy (AIDP).

6/17/2022

Moved Asceniv to “not medically necessary,” for both Continuation of
therapy (COT) and New Starts.

4/21/2021

Coverage criteria and quantity limit for use in BK viremia added.

Continuation of therapy (COT) language updated (no change to
intent).
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Revision Date | Revision Summary

10/28/2020 e Clarified policy quantity limits and intent.

e Added coverage for postexposure VZV prophylaxis.

4/22/2020 Added continuation of therapy (COT) criteria (no change to intent of
coverage criteria).

7/24/2019 e Add Asceniv (IVIG), Xembify (SCIG) and Cutaquig (SCIG) to policy

(new products)

e C(Clarified coverage criteria for ADEM and anti-NMDA receptor
encephalitis are specific to those two specific diagnoses. ADEM and
anti-NMDA receptor encephalitis are types of autoimmune
encephalitis. Autoimmune encephalitis (not otherwise specified) is
considered a non-specific diagnosis and is not coverable.

e Broadened coverage criteria for:

- ITP of pregnancy (align platelet count to guidelines; 20,000)
- LEMS (remove step therapy)
e Investigational Uses:
- Added PANDAS/PANS
- Removed Behget's syndrome, Neonatal hemolytic disease, Multiple
Sclerosis, Uveitis and Wegener's granulomatosis.
e C(Clarified Quantity Limits (QL):
- Added QL per dose (and month) for SCIG and IVIG products.
- Modified QL for treatment of immune-mediated rejection to allow
up to six months if re-transplant is the treatment plan.

e Update HCPCS Codes.

8/17/2018 e Added Panzyga to policy.

e Added investigational use: Complex Regional Pain Syndrome

e Updates HCPCS Codes

1/18/2018 Add Gammaked to policy.

4/14/2017 e Clarify coverage criteria for CIDP
e Add coverage criteria for refractory acute demyelinating

encephalomyelitis (ADEM) and anti-NMDA encephalitis

e C(Clarify re-authorization period for Immunodeficiency (Replacement
Therapy)

11/11/2016 Removed site of care language from the individual drug policy; however,
requirements still apply. Reference to Site of Care Review, dru408 is
provided as part of criterion IA.

9/15/2016 Add Cuvitru to policy.
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Revision Date | Revision Summary

4/8/2016 e Reworded coverage criteria for Polymyositis to Refractory Myositis.
Move Dermatomyositis (juvenile) criteria, to follow after Refractory
Myositis.

e Delete requirement for IgG levels for reauthorization for
hypogammaglobulinemia in re-authorization table (typographical
error).

Drug names identified in this policy are the trademarks of their respective owners.
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Medication Policy Manual Policy No: dru029

Topic: Synagis, palivizumab, Respiratory syncytial virus Date of Origin: January 1997
(RSV) immune prophylaxis

Committee Approval Date: June 20, 2024 Next Review Date: 2025

Effective Date: November 1, 2024

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity,
generally accepted standards of medical practice, and review of medical literature and
government approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise
their medical judgment in providing the most appropriate care.

Description

Synagis (palivizumab) is an antibody used in the prevention of respiratory syncytial virus (RSV)
which may cause lower respiratory tract disease in certain high-risk infants and children
younger than 24 months.
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Policy/Criteria
Most contracts require pre-authorization approval of Synagis (palivizumab) prior to coverage.

I. Continuation of therapy (COT): Synagis (palivizumab) may be considered medically

necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, full policy criteria must
be met for coverage.

OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II. New starts (treatment-naive patients): Synagis (palivizumab) may be considered

medically necessary for children when there is clinical documentation (including, but not
limited to chart notes) that criteria A. AND B. are met:

A. Beyfortus (nirsevimab-alip) is unavailable due to manufacturer shortage, use is
contraindicated, or prior therapy was not tolerated.

AND
B. One of the following criteria (1. through 6.) below is met:

1. Chronic lung disease (CLD) of prematurity [also known as

bronchopulmonary dysplasia (BPD)]: Infants or children with CLD of
prematurity when criteria a, b, and ¢ below are met.

a. Gestational age less than 32 7 weeks.

AND

b. A requirement for greater than 21% oxygen for at least 28 days
after birth).

AND
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c. Chronological age at the start of the current RSV season, as

defined by criterion 1. or 2. below:

1. Less than or equal to 12 months chronological age.
OR
2. Greater than 12 months but less than or equal to 24

months chronological age for children who continue to
require medical intervention (supplemental oxygen,
chronic corticosteroids, or diuretic therapy) during the 6-
month period before the start of the second RSV season.

PLEASE NOTE: In the absence of ongoing medical intervention
for CLD (medications or oxygen), Synagis (palivizumab) is NOT
coverable for children age 12-24 months

OR

2. Congenital heart disease (CHD): Infants or children with
hemodynamically significant congenital heart disease who are less than

or equal to 12 months chronological age at the start of the current RSV
season when criterion (a., b., or c.) is met.

a. Receive medication to control congestive heart failure or will
receive medication as a result of a planned cardiac surgery.

OR
b. Have moderate to severe pulmonary hypertension.

OR

c. Have cyanotic heart disease.

PLEASE NOTE: The use of Synagis (palivizumab) is considered not
medically necessary for children with CHD greater than 12 months
chronological age at the start of the current RSV season.

OR

3. Infants less than or equal to 12 months chronological age with
neuromuscular disease or congenital abnormality that impairs the ability
to clear secretions from the upper airway because of ineffective cough.

OR

4. Estimated gestational age less than 29 weeks: Infants less than or equal

to 12 months chronological age (post-natal age) at the onset of the current
RSV season and born before 29 97 weeks gestation.

OR

© 2024 Regence. All rights reserved.
dru029.28 Page 3 of 12

July 1,2025 These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.



5. Immunocompromised: Infants or children less than 24 months
chronological age who will be profoundly immunocompromised during the
current RSV season due to one of the following criteria (a. through d.)

below.
a. Solid organ transplant.
OR
b. Hematopoietic stem cell transplant.
OR
c. Chemotherapy.
OR
d. Immunocompromised due to other conditions with either lower
respiratory tract symptoms (including use of ongoing
supplemental oxygen therapy), lymphopenia, or corticosteroid
therapy.
OR
6. Cystic fibrosis: Infants or children with cystic fibrosis when criterion a. or
b. below is met for the chronological ages indicated at the start of the
current RSV season.
a. Less than or equal to 12 months chronological age with clinical
evidence of chronic lung disease and/or nutritional compromise.
OR
b. Greater than 12 months but less than or equal to 24 months
chronological age when 1 or more of the following are present:
1. Manifestations of severe lung disease (previous
hospitalization for pulmonary exacerbation in the first
year of life or chest imaging abnormalities that persist
when stable).
2. Weight for length less than the 10tk percentile.
III.  Administration, Quantity Limitations, and Authorization Period
A. Regence Pharmacy Services considers Synagis (palivizumab) coverable only

under the medical benefit (as a provider-administered medication).

B. When a member meets the applicable criteria above, coverage is authorized
annually during the local RSV season.

C. When a member meets the applicable criteria above, Synagis (palivizumab) will
be authorized in quantities of up to 5 doses, up to 15 mg/kg, for monthly dosing
until the end of the current RSV season.
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IV. RSV immunoprophylaxis with Synagis (palivizumab) is considered not medically
necessary for any of the following:

A. Infants who do not meet the criteria above.

B. Infants and children with hemodynamically insignificant heart disease, such as
mild cardiomyopathy not requiring medical therapy, secundum atrial septal
defect, small ventricular septal defect, pulmonic stenosis, uncomplicated aortic
stenosis, mild coarctation of the aorta, and patent ductus arteriosus.

C. Infants with lesions adequately corrected by surgery unless they continue to
require medication for congestive heart failure (and criteria IB. above is met).

D. Patients with cystic fibrosis who do not meet the criteria above.
E. Patients with Prader-Willi Syndrome (PWS) who do not meet the criteria above.
F. Patients with recurrent wheeze who do not meet the criteria above.
G. Patients with Down syndrome who do not meet the criteria above.

V. Synagis (palivizumab) is considered investigational when used for any other indication,
including:
A. RSV immunoprophylaxis in adults.
B. Treatment of RSV infections (in children or adults).
C. Use after Beyfortus (nirsevimab-alip) in the same RSV season.

Position Statement
Summary

- Synagis (palivizumab) has not been shown to be safer or more effective than other
immunoprophylaxis options to prevent complications of respiratory syncytial virus (RSV)
infection in infants and children who are at high risk of severe RSV disease, such as
Beyfortus (nirsevimab-alip). However, use of Synagis (palivizumab) is significantly more
costly. Therefore, Synagis (palivizumab) is only coverable when Beyfortus (nirsevimab-
alip) is unavailable or use is contraindicated, and the “high-risk” criteria are met [for
specific children who have risk factors or other underlying medical conditions that would
predispose them to significant respiratory complications due to RSV infection].

- Synagis (palivizumab) has only been proven to decrease the chance of being hospitalized
from RSV in some pediatric patients who are at high risk of severe RSV disease. [1.21 The
evidence to support the efficacy of Synagis (palivizumab) is limited and unreliable, and
the benefit of RSV immunoprophylaxis with Synagis (palivizumab) may be modest.

- Synagis (palivizumab) has not been shown to prevent mortality from RSV infection.

- This medical policy is consistent with the American Academy of Pediatrics (AAP) Red
Book update (February 21, 2024) and the Centers for Disease Control and Prevention
(CDC) which recommends Beyfortus (nirsevimab-alip) over Synagis (palivizumab).[3.4
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When Beyfortus (nirsevimab-alip) is not available or contraindicated, Synagis
(palivizumab) is recommended in high-risk infants as outlined in the AAP Redbook
(2021) “2021-2024 Report of the Committee on Infectious Disease” and associated
guidance issued in 2014. [2-6]),

There is no evidence to support the use of Synagis (palivizumab) after the use of
Beyfortus (nirsevimab-alip). Therefore, the use of Synagis (palivizumab) after the use of
Beyfortus (nirsevimab-alip) immunoprophylaxis is considered investigational.

Clinical Efficacy

Clinical trials have demonstrated efficacy for Synagis (palivizumab) in reducing
hospitalization due to RSV infection, and reductions in other measures of severity of
RSV infection. 7]

Impact RSV Study [Synagis (palivizumab) versus placebo] [7]

* The Impact RSV Study reported a 55% reduction in RSV-related hospitalizations
(p <0.001). RSV hospitalization was 4.8% in the Synagis (palivizumab) group
compared to 10.6% in the placebo group (number needed to treat = 17).

Among secondary endpoints, the incidence of intensive care unit (ICU) admission
during hospitalization for RSV infection was lower among patients receiving
Synagis (palivizumab) than among those receiving placebo (1.3% and 3.0%,
respectively), but there was no difference in the mean duration of ICU care
between the two groups.

A cohort study showed that Synagis (palivizumab) administered to infants born
at 32 to 35 weeks estimated gestational age did not result in direct cost savings
related to hospitalization or ambulatory care. [8]

In the Synagis (palivizumab) CHD Study, Synagis (palivizumab) reduced RSV
hospitalizations by 45% (p < 0.003) which correlates to a number needed to treat of 23. [9]

In a double-blind, randomized, placebo-controlled trial of 429 otherwise healthy preterm
infants with recurrent wheeze, Synagis (palivizumab) treatment resulted in a relative
reduction in the total number of wheezing days during the first year of life. However,
Synagis (palivizumab) is considered not medically necessary for this condition as there is
no clear correlation to decreased wheezing days and effect on health outcomes. [10]

National Guidelines

American Academy of Pediatrics (AAP) [2-6]

The AAP and the Advisory Committee on Immunization Practices (ACIP) recommends
the use of Beyfortus (nirsevimab-alip) over Synagis (palivizumab) for RSV
immunoprophylaxis unless Beyfortus (nirsevimab-alip) is unavailable or contraindicated
to administer. However, Synagis (palivizumab) should continue to only be used in high-
risk infants as outlined in the Red Book (2021).

The AAP recognizes the high cost-to-benefit ratio for RSV immunoprophylaxis with
Synagis (palivizumab). Therefore, guidelines define the pediatric populations that best
benefit from RSV immunoprophylaxis.
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The AAP provides recommendations for RSV immunoprophylaxis in children who have
risk factors or other underlying medical conditions that would predispose them to
respiratory complications due to RSV infection.

The AAP guidance also includes detailed lists of the types of patients not at increased
risk of RSV infection and therefore should not receive RSV immunoprophylaxis.

The AAP recommends that parents can reduce the risk of an RSV infection by practicing
good handwashing, washing blankets and toys regularly, limiting exposure to
environmental pollutants, not smoking around their children, and avoiding crowds
during RSV season.

Regarding exposure to indoor air pollutants, the AAP recommends that infants at high
risk for RSV infection should never be exposed to tobacco smoke.

Breastfeeding should be encouraged for all infants; however, lack of breastfeeding is not
a defined risk for RSV. Therefore, RSV immunoprophylaxis is not specifically
recommended for infants unable to breastfeed.

Determination of RSV season: see Dosing section below.

Rationale for Changes to National Guidelines

Guidance for the recommended use of Synagis (palivizumab) was issued in July 2014
and re-affirmed in the most recent Red Book (2021). Significant changes from previous
recommendations include the following: [2.5.6]

* Synagis (palivizumab) is no longer recommended for otherwise healthy infants
born at or after 29 %7 weeks. The AAP continues to recommend avoidance of
crowds and group childcare during the RSV season for high-risk infants.

. A study performed by the New Vaccine Surveillance Network (NVSN),
sponsored by the Centers for Disease Control and Prevention (CDC)
found that some previously reported potential risk factors (e.g., siblings in
the household, child-care attendance) were not associated with a
significantly increased risk of RSV hospitalization.

. This same study also found that the RSV hospitalization rate for preterm
infants was not significantly different from the rate for term infants
(4.6/1000 and 5.3/1000, respectively); although, infants born at less than
30 weeks’ gestation had a higher risk of RSV hospitalization than did
infants born at 30 to 33 weeks gestation.

" Additional cohort studies in various states and varying groups of preterm
infants also support that the greatest increase in risk of RSV
hospitalization is in preterm infants born before 29 weeks gestation.

* Synagis (palivizumab) is no longer recommended in the second year of life except
for some children with chronic lung disease and cystic fibrosis, and for some
profoundly immunocompromised children.

* In a prospective population-based surveillance study of 5,067 children younger

than five years, 75% of those hospitalized were younger than 12 months.

» There is limited safety data and no efficacy data to support the use of
Synagis (palivizumab) in the second year of life, RSV hospitalization rates
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decline for all children with the second season, regardless of the presence
or absence of comorbidities.

The definition of chronic lung disease and the associated recommendations have

been clarified.

Guidance for use of Synagis (palivizumab) in some infants with hemodynamically

significant CHD, immunocompromised children and some children with cystic

fibrosis has been provided.

Hemodynamically Significant CHD

Certain children who are 12 months or younger with hemodynamically
significant CHD may benefit from palivizumab prophylaxis. Children
with hemodynamically significant CHD who are most likely to benefit
from immunoprophylaxis include infants with acyanotic heart disease
who are receiving medication to control congestive heart failure and will
require cardiac surgical procedures and infants with moderate to severe
pulmonary hypertension.

Immunocompromised

RSV infection in immunocompromised children and adults can progress
to respiratory failure and death. In several retrospective analyses of RSV-
infected individuals, the majority of deaths that occurred were in those
with lower respiratory tract disease. Profound lymphopenia (< 100
cells/mm3) was associated with progression to lower respiratory tract
disease, and, therefore, is a risk factor for poor outcomes due to RSV
infection.

Other risk factors for poor outcomes due to RSV infection include

chronological age younger than two years, lower respiratory tract
symptoms at presentation, and corticosteroid therapy.

Cystic fibrosis

While routine use of Synagis (palivizumab) is not recommended in
children with cystic fibrosis, it may be considered when other conditions
(e.g., chronic lung disease, nutritional compromise) are present.

Two recent reviews of RSV infection in infants with cystic fibrosis
concluded that they may be at a slightly higher risk of hospitalization;
however, there is insufficient data to support a universal recommendation
for this group.

- When Synagis (palivizumab) is recommended, it may be given for up to 5 monthly doses

for qualifying children (see Dosing below).

Safety

- Hypersensitivity reactions have been reported on initial exposure or re-exposure to

Synagis (palivizumab). [1]

- Rare cases of anaphylaxis (< 1 case per 100,000 patients) have been reported following

re-exposure to Synagis (palivizumab). [1]
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Dosing

- RSV immunoprophylaxis is initiated at the onset of the annual RSV season and
terminated at the end of RSV season.l

* Determination of RSV season: Season onset can be determined in real time by
identifying the first week of 2 consecutive weeks that RSV RT-PCR test positivity
is 3% or greater or antigen detection positivity is 10% or greater. [2]

. Per the National Respiratory and Enteric Virus Surveillance System
(NREVSS) in 2013, the onset week in an area (national, regional, or state)
is defined as the first of 2 consecutive weeks when the weekly mean of the
percentages of specimens testing positive for RSV antigen in all reporting
laboratories in the area is > 10%. [12]

. However, since 2014, most laboratories replaced RSV antigen tests with
PCR testing (RSV RT-TR). [13]
. Reporting by individual state and county health departments may vary.

Either test result can be used for the purposes of this coverage policy.

* The offset is the last of 2 consecutive weeks when the mean percent positive
drops below this threshold. The season duration is the onset week, the weeks
between onset and offset, and the offset week. The peak is the week when the
mean percentage of positive RSV antigen tests is the highest. [12]

* In most areas of the United States, with the exception of Alaska and Florida, the
usual time for the beginning of the RSV season is October to December, and
termination is March to early April. 2]

* Regional differences account for a later RSV season experienced in the Pacific
Northwest, which is typically from November through April. [11]

* The onset of the RSV season is variable in different regions of Florida. Despite
this variation, a maximum of 5 doses of palivizumab is recommended to provide 6
months of protective serum concentrations of palivizumab. Use of Florida
Department of Health data may be helpful to determine start date of
palivizumab prophylaxis.

* Alaska Native populations in southwest Alaska experience a higher risk of
hospitalization due to RSV and have a longer RSV season. Given the differences
in epidemiology of RSV and the cost of emergency air transportation out of remote
locations, eligibility for palivizumab prophylaxis may differ from infants in the
continental United States. Use of RSV surveillance data from the state of Alaska
may be helpful to determine start and stop date of palivizumab prophylaxis.

* Data from the past year’s surveillance season is used as a predictor for the timing
of the next year’s outbreak. This information is updated annually. For current
RSV trends, refer to: http://www.cdc.gov/surveillance/mnrevss/rsv/index.html.

- The recommended treatment course for Synagis (palivizumab) from the prescribing
information is up to 5 total doses. Doses should be administered every 30 days starting
in early November. [2I
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- The AAP confirms the recommendation of a maximum of 5 total doses with the following

statement: [5.6]

“Results from clinical trials indicate that palivizumab trough serum
concentrations more than 30 days after the fifth dose will be well above the
protective concentration for most infants. Five monthly doses of palivizumab will
provide more than 20 weeks of protective serum antibody concentration. In the
continental United States, a total of five monthly doses for infants and young

children with congenital heart disease, CLD, or preterm birth before 32 weeks
gestation (31 weeks, 6 days and younger) will provide an optimal balance of
benefit and cost, even with variation in season onset and end.

Children who qualify for palivizumab prophylaxis for the entire RSV season
should receive palivizumab only during the 5 months following the onset of RSV
season in their region (maximum of 5 doses), which should provide coverage
during the peak of the season, when prophylaxis is most effective.”

- The AAP Red Book (2021-2024) reaffirms the position in the 2014 guidance: 2]

“Because 5 monthly doses of palivizumab at 15 mg/kg/dose will provide more
than 6 months of serum palivizumab concentration above the desired serum
concentration for most infants, administration of more than 5 monthly doses is
not recommended within the continental United States. Children who qualify for
palivizumab prophylaxis should receive the first dose at the onset of the RSV
season. For qualifying infants born during the RSV season, fewer than 5 doses
will be needed to provide protection until the RSV season ends in their region
(maximum of 5 doses).

A small number of sporadic RSV hospitalizations will occur before or after the
main season in many areas of the United States, but the greatest benefit from
prophylaxis is derived during the peak of the season and not when the incidence
of RSV hospitalization is low.”

- Although Synagis (palivizumab) is NOT coverable in infants and children with stable

congenital heart disease (CHD), operationally, Synagis (palivizumab) criterion B.1.

“Receive medication to control congestive heart failure” would be met on the day of a

planned surgery. Therefore, this criterion would be considered “met” two weeks prior to

the planned surgical date, to allow for adequate prophylaxis lead-time. However,

Synagis (palivizumab) criteria would be met for coverage only if the other criteria are

met for CHD, namely age less than or equal to 12 months.

Cross References

BlueCross BlueShield Association Medical Policy, 5.01.10 - Immune Prophylaxis for Respiratory
Syncytial Virus. [September 2022]

© 2024 Regence. All rights reserved.

dru029.28

Page 10 of 12

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.

Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.




Codes | Number | Description

CPT

90378 Respiratory Syncytial Virus Immune Globulin (RSV-IgM), IM Use, 50 mg
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Revision History

Revision Date | Revision Summary

6/20/2024 e Added step criteria through Beyfortus (nirsevimab-alip).
e Added sequential use of Synagis after Beyfortus to the list of
Investigational Uses.

6/15/2023 No changes with this annual update.

6/17/2022 Added clarification in “Chronic lung disease” and “Immunocompromised
due to other conditions” criteria.

7/16/2021 Added clarification in congenital heart disease.

7/22/2020 Added COT language. No other criteria changes with this annual update.
7/24/2019 No changes with this annual update.

7/23/2018 No changes with this annual update.

8/11/2017 No changes with this annual update.

8/12/2016 No changes with this annual update.

Drug names identified in this policy are the trademarks of their respective owners.
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Medication Policy Manual Policy No: dru048

Topic: Myobloc, rimabotulinumtoxinB Date of Origin: December 14, 2001

Committee Approval Date: December 7, 2023 Next Review Date: December 2024

Effective Date: March 1, 2024

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government
approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise their
medical judgment in providing the most appropriate care.

Description

Botulinum toxin is a neurotoxin that is injected into a muscle to cause temporary paralysis or
relaxation of that muscle. This policy covers the one commercial botulinum toxin type B product,
Myobloc (rimabotulinumtoxinB). Botulinum toxin type A products (Botox, Dysport, and Xeomin)
are covered in a separate policy.

Please note: Botulinum toxin for use in gender affirming care is covered in a separate policy,
Gender-Affirming Care Products, dru757
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Policy/Criteria

Most contracts require pre-authorization approval of Myobloc (rimabotulinumtoxinB) prior to

coverage.
I. Continuation of therapy (COT): Myobloc (rimabotulinumtoxinB) may be considered
medically necessary for COT when criterion A, B, or C below are met.
A. For potentially cosmetic indications, including hyperhidrosis, full policy criteria
below must be met for coverage.
OR
B. For all other indications, criteria 1 and 2 below must be met:

1. The patients was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.

AND

2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.

OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription

(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an

established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.

Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II. New starts (treatment-naive patients): Myobloc (rimabotulinumtoxinB) may be

considered medically necessary when there is clinical documentation (including, but not

limited to chart notes) showing that criterion A, B, or C is met.

A.

OR

OR

Cervical dystonia or spasmodic torticollis, when criteria 1 and 2 below are

met:

1. Documentation of involuntary contractions of the neck muscles resulting
in twisting and repetitive movements, and/or abnormal postures.

AND

2. Documented pain or functional impairment originating from the dystonia.

Sialorrhea (drooling), excessive.

Urinary incontinence due to detrusor overactivity [idiopathic or neurogenic
causes (e.g. due to spinal cord injury, multiple sclerosis), or overactive bladder
(OAB)], when therapy with anticholinergic agents or Myrbetriq (mirabegron) is
ineffective or not tolerated.
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III.  Administration, Quantity Limitations, and Authorization Period

A.

B.

Regence Pharmacy Services considers Myobloc (rimabotulinumtoxinB) coverable

only under the medical benefit (as a provider-administered medication).

Initial Authorization: When pre-authorization is approved, Myobloc

(rimabotulinumtoxinB) may be authorized in quantities up to 4 injection

treatments within a 48-week period.

Continued Authorization:

1.

Authorization may be reviewed at least every 12 months. Clinical
documentation (including, but not limited to chart notes) must be
provided to confirm that current medical necessity criteria are met, and
that the medication is providing clinical benefit, such as disease stability
or improvement.

Additional treatments may be authorized on a case-by-case basis if
documentation of objective measures supporting the need for more
frequent dosing are provided.

V. Myobloc (rimabotulinumtoxinB) is considered investigational for all other conditions,

including, but not limited to:

A.
B.
C.

Position Statement
Summary

Carpal tunnel syndrome.

Hyperhidrosis (such as axillary or palmar).

Spasticity not otherwise specified (other than spasmodic torticollis), such as:

NS gk w o

Cerebral palsy (CP)-related spasticity.
Hemifacial spasm.

Spasmodic dysphonia.

Spasmodic dystonia.

Spastic movement disorders in children.
Spastic trismus, including TMd.

Upper limb spasticity following stroke.

- Myobloc (rimabotulinumtoxinB) is a form of botulinum toxin type B and is approved for

the treatment of cervical dystonia or spasmodic torticollis to reduce the severity and

pain associated with abnormal neck position.

- Myobloc (rimabotulinumtoxinB) is also used for reduction of sialorrhea in patients with

a variety of neurological disorders. The goal of therapy is to reduce sialorrhea-associated

complications, such as aspiration pneumonia or skin breakdown. For urinary

incontinence due to detrusor overactivity, Myobloc (rimabotulinumtoxinB) may be a

treatment option for patients with symptoms not responding to other treatment options.
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- The intent of this policy is to allow coverage for specific diagnoses where there is
demonstrated safety and efficacy from clinical trials to support their use, including
spasmodic conditions, and other specific indications.

- Botulinum toxins (BTX-A and BTX-B) have also been studied in many different
conditions where muscle tension is thought to play a role. The quality of evidence from
the majority of these studies is poor.

- FDA labeling indicates that units of Myobloc (rimabotulinumtoxinB) cannot be
compared to or converted into units of any other botulinum toxin. 241 Therefore, the
efficacy, dosing and safety of Myobloc (rimabotulinumtoxinB) cannot be based on
extrapolation from other studies using other botulinum toxin serotypes.

- Use of botulinum toxin (all serotypes) for treatment of wrinkles or other cosmetic
conditions is considered not medically necessary and frequently excluded by contract.

Clinical Efficacy
Cervical Dystonia or Spasmodic Torticollis

- Cervical dystonia (or spasmodic torticollis) is characterized by involuntary contractions
of the neck muscles resulting in twisting and repetitive movements, and/or abnormal
postures.

- Results from three clinical studies support the efficacy of rimabotulinumtoxinB in
reducing neck pain and the severity of the abnormal head position associated with
cervical dystonia or spasmodic torticollis in patients previously responsive to BTX-A [1.2]
or those patients who no longer respond to BTX-A. 3]

Sialorrhea

- Anatomically guided injections of Myobloc (rimabotulinumtoxinB) into the parotid and
submandibular glands appear to effectively improve sialorrhea in patients with
Parkinson's disease. 46l and amyotrophic lateral sclerosis (ALS). [7]

- A randomized controlled trial demonstrated a decrease in frequency and severity of
sialorrhea in children with cerebral palsy who received rimabotulinumtoxinB injected
into the salivary glands. (8l

Urinary Incontinence due to overactive bladder (OAB)

- Injection of Myobloc (rimabotulinumtoxinB) into the bladder appears to improve urinary
urgency, frequency and nocturia in patients with refractory detrusor overactivity.

- A Cochrane review concluded both botulinum type A and B formulations are effective
treatment options for urinary incontinence due to refractory detrusor overactivity due to
neurogenic or idiopathic OAB. ]

Use of botulinum toxic type B in other conditions

- The evidence for the use of Myobloc (rimabotulinumtoxinB) in a variety of conditions is
limited to pilot trials and case reports, including hyperhidrosis (axillary and palmar), [10-
13] carpal tunnel syndrome, 141 and myofascial pain due to nerve entrapment (e.g.
piriformis syndrome or shoulder impingement). (15161 The evidence from these trials is of
poor quality and the response to therapy was variable. Larger, well-designed trials are
necessary to confirm the results, as well as establish benefit relative to standard of care
treatments.
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- Similarly, small pilot studies, case reports and observational studies have suggested
potential benefit of Myobloc (rimabotulinumtoxinB) in the treatment of various spastic
disorders (other than spasmodic torticollis), including spasmodic dystonia, 17 upper limb
spasticity following stroke, [18.19] spastic movement disorders in children, [20] arm
dystonia in children with cerebral palsy, [21] spastic trismus a muscle spasm of the jaw,
which may include the temporomandibular joint (TMJ), [221 and hemifacial spasm. [23]
The evidence from these trials is of poor quality. Larger, well-designed clinical trials are
needed to assess safety and efficacy of rimabotulinumtoxinB in these conditions.

Safety [24]

- The most commonly reported adverse events observed in clinical trials of Myobloc
(rimabotulinumtoxinB) include dry mouth, dysphagia, dyspepsia, and injection site pain.

- All botulinum toxin products have a boxed warning and Risk Evaluation and Mitigation
Strategy (REMS) program for the potential for toxin to spread from the site of injection
and produce symptoms consistent with botulinum toxin effects. Symptoms may include
asthenia, generalized muscle weakness, diplopia, blurred vision, ptosis, dysphagia,
dysphonia, dysarthria, urinary incontinence and breathing difficulties and may occur
hours to weeks after injection. Swallowing and breathing difficulties can be life
threatening. Deaths have been reported.

- The safety, efficacy and dosage of botulinum toxins have not been established for any
condition in children less than 12 years of age.

Cross References

BlueCross BlueShield Association Medical Policy, 5.01.05 - Label Use of Botulinum Toxin.
[November 2023]

BlueCross BlueShield Association Medical Policy, 8.01.19 - Treatment of Hyperhidrosis. [July
2023]

Surgical Treatments for Hyperhidrosis, Medical Policy; Med 165.

Botulinum toxin type A injection, Medication Policy Manual, Policy No. dru006

Cosmetic and Reconstructive Surgery, Surgery Section; Medical Policy No. 12.

Gender-Affirming Care Products, Medication Policy Manual, Policy No. dru757

Codes Number | Description

HCPCS J0587 Injection, rimabotulinumtoxinB (Myobloc), 100 units
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Revision History

Revision Date | Revision Summary

12/7/2023 No criteria changes with this annual review.

12/9/2022 Added Myrbetriq (mirabegron) as an acceptable step for Urinary
incontinence, due to detrusor overactivity [such as overactive bladder
(OAB)]. No change to intent.

1/20/2021 ¢ Revised continuation of therapy (COT) criteria.

e Reworded urinary incontinence criteria to align with botulinum toxin A
policy.

e Clarified initial and continued authorization periods. Clarified that
more frequent doses may be covered on a case-by-case basis.

1/22/2020 Added COT criteria (no change to intent of coverage criteria).
1/31/2019 e No coverage criteria changes with this annual update.
e Clarified documentation language (No change to intent).
1/19/2018 No coverage criteria changes with this annual update
2/177/2017 e Clarified quantity limits to 4 doses per 48-weeks (versus use of 12
months).

e Clarified authorization “may” be reviewed every 12 months.

2/12/2016 No criteria changes.

12/14/2001 New policy.

Drug names identified in this policy are the trademarks of their respective owners.
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Medication Policy Manual Policy No: drul35

Topic: Compounded Medications Date of Origin: July 28, 2006
Committee Approval Date: December 9, 2022 Next Review Date: December 2023
Effective Date: March 1, 2023

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity,
generally accepted standards of medical practice, and review of medical literature and
government approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise
their medical judgment in providing the most appropriate care.

Description

The FDA defines drug compounding as the process by which a pharmacist or doctor combines,
mixes, or alters ingredients to create a medication tailored to an individual patient's needs.

In order to be covered, a compounded prescription medication must contain at least one federal
legend drug in therapeutic amounts. A federal legend drug is defined as a medication product
that by Federal law bears the statement “Caution — Federal (U.S.A.) law prohibits dispensing
without a prescription” or words of similar meaning (such as “Rx only”). Bulk chemicals,
medical food supplements and nutritional additives not approved for dispensing by prescription
are not considered federal legend drugs. The policy below defines criteria that must be met in
order for compounded prescriptions to be covered.

PLEASE NOTE: If a compounded medication contains only ingredients that are excluded
under the member’s benefit (including, but not limited to, bulk chemicals and OTC products), it
will be excluded from coverage regardless of the criteria below.

© 2022 Regence. All rights reserved.
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Policy/Criteria

L. Continuation of therapy (COT): Compounded medications may be considered medically
necessary for COT when all criteria A, B, and C below are met.
A. The patient is established on this therapy AND one of the following situations
apply (criterion 1 or 2 below):
1. Prior to current health plan membership AND the medication was
covered by another health plan.
OR
2. The medication was initiated for acute disease management, as part of an
acute unscheduled, inpatient hospital admission AND there is
documented clinical benefit.
AND
B. The active ingredient in the compounded prescription medication contains at
least one federal legend drug component.
AND
C. If a compounded prescription medication is similar to a commercially available

product, but differs from the commercially available product in dosage, dosage
form, and/or omission of dye, sweetener, flavoring, or preservative, then clinical
documentation is required from the prescriber supporting the clinical need for
compounded medication.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II. A compounded prescription medication may be considered medically necessary when
criteria A through D below are met:

A. The active ingredient in the compounded prescription medication contains at
least one federal legend drug component.

AND

B. The active ingredient is present in therapeutic amounts, based on scientific
literature or national compendia.

AND

C. The safety and effectiveness for the compounded medication and its route of
administration (including the delivery system) is supported by scientific
literature or national compendia.

AND

D. If a compounded prescription medication is similar to a commercially available
product, but differs from the commercially available product in dosage, dosage
form, and/or omission of dye, sweetener, flavoring, or preservative, then clinical
documentation is required from the prescriber supporting the clinical need for
the compounded medication.

ITI.  Authorization may be reviewed annually to confirm that current medical necessity

criteria are met and that the medication is effective.
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IV. Drug compounding for the sole purpose of convenience is considered not medically
necessary.

Position Statement

Summary

- The FDA recognizes the ability of pharmacists or physicians to engage in traditional
extemporaneous drug compounding of reasonable quantities of drugs in response to
receipt of a valid prescription. [1]

- Drug compounding may be required to fit the medical needs of a patient because a
medication is not commercially available in the necessary strength or dosage form. Drug
compounding may also be required for:

* Preparation of a medication that has been withdrawn from the market for
economic concerns, NOT safety.

* Patients who require liquid formulations or rectal suppositories due to difficulty
or inability to swallow.

* Allergies to dyes, preservatives, or fillers in commercial products which require
allergy-free medications.

- When the sole purpose of drug compounding is for the sake of convenience to the
physician, other health care provider, and/or the patient, the compounded drug is not
considered medically necessary.

Federal and State Regulation

- The FDA provides rules and guidance to assure compounding activities performed by
pharmacies and/or physician offices are maintained within the realm of traditional
pharmacy practice and that activities are not those that would be considered
manufacturing and distributing of an unapproved new drug. [1.2]

- The FDA receives guidance from the Pharmacy Compounding Advisory Committee
(PCAC), which was established to advise the FDA on scientific, technical, and medical
issues related to drug compounding. The FDA will also consult with the PCAC before
issuing certain regulations. [2.3]

- Regulation of compounding is generally done at the state level. States may vary in their
regulation and definitions of compounding. The FDA has oversight when compounding is
considered manufacturing.

Compounded Pellets (implants) — such as naltrexone or testosterone

- There is significant interest in the use of various medications given as pellets (or
implants). Commercially available implants include, but are not limited to: 4

* Testosterone pellet (available commercially as generic testosterone pellet, or
brand Testopel 75 mg)

* Buprenorphine implant (available commercially as Probuphine)

* Various contraceptive implants
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- However, the use of compounded pellets (or implants) are not coverable, per the coverage

criteria. The rationale is as follows:

*

Most compounded pellets (or implants) are made with a bulk powder or chemical
and do NOT contain a “federal legend drug,” as defined in the coverage criteria.
Any compound that does not contain a federal legend drug is contractually
excluded from coverage.

In addition, like many other compounds, there is insufficient evidence to
establish the safety or efficacy of compounded pellets (or implants), the pellet
dosage form, nor the amount of active ingredient in the pellet (including its
pharmacokinetics).

- Naltrexone subcutaneous (SC) implant:

*

Naltrexone is available as FDA-approved long-acting injectable suspension
(Vivitrol), as well as orally as a 50 mg scored tablet. [4]

The safety and efficacy of the compounded product (naltrexone SC implant
pellet), the pellet dosage form, nor the amount of naltrexone in this dosage form
(including its pharmacokinetics) is not well established. While it may be similar
to other compounded products studied, consistent dose and release profiles are
not supported by the current literature.

- Testosterone compounded pellet:

%

Testosterone is available as an FDA-approved long-acting pellet (Testopel, as 75
mg pellets), as well as several other topical, injectable, and oral dosage forms. 4!
The safety and efficacy of compounded testosterone products (including
testosterone pellet other than Testopel and any strength other than 75 mg), the
pellet dosage form, nor the amount of testosterone in this dosage form (including
its pharmacokinetics) is not well established.

Cross References

Extended-release (ER) Opioid Medication Products for Pain, Medication Policy Manual, Policy
No. 515

Immediate-release (IR) Opioid Medication Products for Pain, Medication Policy Manual, Policy
No. 516

Testosterone replacement therapy products, Medication Policy Manual, Policy No. 548
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Revision History

Revision Date | Revision Summary

12/9/2022 Removed criterion 2E, requiring medical necessity review for any
compounded ingredient that requires pre-authorization. This is done to
streamline operational efficiencies with our PBM.

10/15/2021 No criteria changes with this annual update. Cross references updated to
remove an archived policy (dru548).

10/28/2020 Added continuation of therapy (COT) criteria (no change to intent of
coverage criteria).

7/24/2019 Added that compounds made for the purpose of convenience is considered
not medically necessary.

03/08/2019 Added clarification of compounded implants and pellets, including
naltrexone and hormones (such as testosterone, estradiol, etc).

10/04/2018 Added clarification of excluded coverage for compounds containing only
excluded products such as bulk chemicals and OTC drugs.

08/17/2018 Added criterion to clarify that if the active ingredient requires pre-
authorization, then medical necessity criteria for that medication must
also be met.

08/11/2017 No changes to coverage criteria with this annual update.

03/10/2017 No changes to coverage criteria with this annual update.

Drug names identified in this policy are the trademarks of their respective owners.
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Independent licensees of the Blue Cross and Blue Shield Association

Medication Policy Manual Policy No: drul96
Topic: Arzerra, ofatumumab Date of Origin: January 15, 2010
Committee Approval Date: July 16, 2021 Next Review Date: April 2022

Effective Date: October 1, 2021

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government approval
status.

Benefit determinations should be based in all cases on the applicable contract language. To the
extent there are any conflicts between these guidelines and the contract language, the contract

language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise their
medical judgment in providing the most appropriate care.

Description

Ofatumumab (Arzerra) is a B-cell-directed monoclonal antibody used in the treatment of
lymphocytic leukemia (CLL). It is given via intravenous infusion.

© 2021 Regence. All rights reserved.
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Policy/Criteria
Most contracts require pre-authorization approval of ofatumumab (Arzerra) prior to coverage.

I. Continuation of therapy (COT): Ofatumumab (Arzerra) may be considered medically

necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be
met:

1. The patient was established on therapy prior to current health plan
membership AND there is documentation that the medication was

covered by another health plan. Examples of documentation include the
coverage approval letter from the previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

I1. New starts (treatment-naive patients): Ofatumumab (Arzerra) may be considered

medically necessary when there is clinical documentation (including, but not limited to
chart notes) that criteria A and B below are met.

A. Diagnosis of relapsed or refractory chronic lymphocytic leukemia (CLL).
AND
B. Clinical documentation (including, but not limited to chart notes) confirming that

at least two prior therapies for CLL have been ineffective.
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III.  Administration, Quantity Limitations, and Authorization Period

A. Regence Pharmacy services does not consider ofatumumab (Arzerra) to be a self-
administered medication.

B. When preauthorization is approved, ofatumumab (Arzerra) will be authorized for
a single treatment course of up to 12 infusions in a 12-month period. No
additional treatment courses will be authorized beyond 12 infusions.

IV. Ofatumumab (Arzerra) is considered not medically necessary for the following conditions:
A. Rheumatoid arthritis (RA).
B. Previously untreated CLL.

V. Use of ofatumumab (Arzerra) beyond a total of 12 infusions is considered investigational.
Additionally, ofatumumab (Arzerra) is considered investigational when used for all other
conditions, including but not limited to:

A. Non-Hodgkin’s follicular lymphoma.

B Maintenance therapy in CLL.

C. Mucosa-associated lymphoid tissue (MALT) lymphoma.
D Relapsing-remitting multiple sclerosis (RRMS).

Position Statement

- Ofatumumab (Arzerra) is a monoclonal antibody that is directed against B-lymphocytes.
It results in depletion of B-cells by binding to CD20 molecules expressed on the B
lymphocytes. Rituximab and obinutuzumab (Gazyva) are also CD20-directed therapies.

- Ofatumumab (Arzerra) is approved for the treatment of chronic lymphocytic leukemia
(CLL) when first-line therapies, specifically fludarabine and alemtuzumab, were not
effective; as a first-line therapy when given with chlorambucil for patients who are not
candidates for fludarabine-based chemotherapy; for relapsed CLL when given with
fludarabine and cyclophosphamide; or for maintenance therapy in patients who are in
complete or partial response after at least two lines of therapy for recurrent or
progressive CLL. (Note: Alemtuzumab is no longer commercially available; however, it is
available through the manufacturer at no cost when used for cancer treatment).

- The intent of this policy is to cover ofatumumab (Arzerra) for relapsed or refractory CLL
after at least two prior CLL therapies have been ineffective.

- The efficacy of ofatumumab (Arzerra) is based on surrogate endpoints such as tumor
response and progression-free survival (PFS). To date, there is no evidence of improved
clinical outcomes such as improved survival, quality of life, or symptom control.
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- Ofatumumab (Arzerra) has not been directly compared with rituximab or obinutuzumab
(Gazyva), two other CD20-directed therapies used in the treatment of CLL.
Ofatumumab (Arzerra) has the potential to be the most costly option among these
similar treatment options.

- A recent study reported improved PFS with ibrutinib (Imbruvica) relative to
ofatumumab (Arzerra) when administered to patients with CLL who had received prior
therapy for their disease. The trial was stopped early due to these positive findings for
ibrutinib (Imbruvica). Overall survival data from the trial is not mature.

- Although the National Comprehensive Cancer Network (NCCN) Chronic Lymphocytic
Leukemia/Small Lymphocytic Lymphoma guideline lists ofatumumab (Arzerra) as one of
many category 2A options in the relapsed or refractory CLL setting, there are several
preferred therapies in each of these settings with higher level recommendations (category
1).

- A recent study evaluated ofatumumab (Arzerra) in patients with rheumatoid arthritis
who had an inadequate response to methotrexate. There are many other medications
with longer track records of safety and effectiveness that provide a better value in this
population.

- Ofatumumab (Arzerra) is being studied in other conditions were B-cells may play a role
in the disease process. Studies evaluating the possible benefit in these other conditions,
which includes follicular lymphoma and multiple sclerosis, are currently ongoing.

- Ofatumumab (Arzerra) is administered via intravenous infusion for a total of 12 infusions.
There is not sufficient evidence to support use of ofatumumab (Arzerra) beyond a single
course of up to 12 infusions.

Regence Pharmacy Services performs independent analyses of oncology medication
evidence. NCCN clinical practice guidelines assignment of a category 2a/b
recommendation does not necessarily establish medically necessity. The Regence
Pharmacy Services analysis and coverage policy may differ from NCCN clinical
practice guidelines.

Clinical Efficacy

OFATUMUMAB (ARZERRA) IN CHRONIC LYMPHOCYTIC LEUKEMIA (CLL)

Ofatumumab (Arzerra) has been studied in chronic lymphocytic leukemia (CLL) in the relapsed
setting as a single agent, and in the first-line setting in combination with chlorambucil in
patients who are not candidates for cytotoxic chemotherapy. To date, there is no evidence that it
improves disease-related symptoms or overall survival. Additionally, there is no evidence that it
is superior to any other therapy for CLL in any setting.

Relapsed/refractory CLL

- A small, low-quality, single-arm study evaluated tumor response rate as the primary
endpoint in 59 patients with relapsed/refractory CLL. [12]
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All patients included in the trial had CLL that was refractory to both fludarabine
and alemtuzumab (Campath). The median number of prior therapies was five.

The investigator-determined overall response rate (combination of partial and
complete responders) was 42%. There were no complete responses.

Eighty-eight percent of patients in the clinical trial received at least 8 of the 12
scheduled doses of ofatumumab (Arzerra), while 54% of subjects received all 12
infusions.

The evidence from this trial is of low-quality because there was no comparator,
the subjects were not blinded or randomized, and the endpoint (tumor response)
has not been validated to correlate with clinically relevant outcomes (e.g., overall
survival, symptom control, or quality of life).

Note: Alemtuzumab (Campath) is no longer commercially available because the
manufacturer is now marketing it as a new therapy for multiple sclerosis.
However, it is available at no charge through the manufacturer when used for
the treatment of cancer. Visit http:/www.campath.com/ for details on the

Campath Distribution Program.

- A large, randomized, open-label trial compared ibrutinib (Imbruvica) with ofatumumab

(Arzerra) in previously treated patients with CLL or small lymphocytic lymphoma
(SLL), a related condition. [3]

*

The trial evaluated patients who had received at least one prior therapy (median
of 2 to 3) and were not candidates for treatment with a purine analog (e.g.,
fludarabine) because they had a short progression-free interval after prior
chemotherapy, they were of advanced age (> 70 years), had a coexisting illness,
or had a chromosome 17p13.1 deletion.

Patients (N = 391) were randomized in a 1:1 fashion to receive either ibrutinib
(Imbruvica) 420 mg orally daily, or a standard course (12 infusions) of
ofatumumab (Arzerra). A majority of patients had high-risk features, including
del(17p) or del(11p).

The median duration of progression-free survival was 8.1 months with
ofatumumab (Arzerra) and had not yet been reached in the ibrutinib (Imbruvica)
arm (median follow up of 9.4 months). This difference was statistically
significant.

Survival at 12 months was 90% and 81% in the ibrutinib (Imbruvica) and
ofatumumab (Arzerra) treatment arms, respectively. Median overall survival has
not been reached in either group.

There is low confidence in the comparative evidence from this trial because it
was an open-label design and there were differences in baseline characteristics
between the two populations [patients in the ibrutinib (Imbruvica) treatment
arm were more heavily pretreated and there was a greater proportion of patients
with bulky disease in this arm]. Bias due to lack of blinding and poor
randomization cannot be ruled out. Additionally, future reports of overall
survival will be confounded by crossover from ofatumumab (Arzerra) to ibrutinib
(Imbruvica).
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- The NCCN CLL/SLL guideline lists ofatumumab (Arzerra) as a category 2A
recommendation among ‘Other recommended regimens’ when used in the relapsed and
refractory CLL/SLL setting. There are several alternative regimens (both category 1 and
category 2A recommendations) which are listed as preferred regimens. [4]

Not Medically Necessary and Investigational Uses

Previously untreated CLL

- A large, randomized, open-label trial evaluated ofatumumab (Arzerra) plus chlorambucil
in patients with CLL who had no previous treatment for their disease. [1 5]

* The trial evaluated patients who were not candidates for fludarabine-based

chemotherapy due to advanced age (> 70 years) or presence of comorbidities (e.g.,
coexisting illness, poor renal function).

Patients (N=447) were randomized to ofatumumab (Arzerra) plus chlorambucil
or chlorambucil alone. Treatment was given in 28-day cycles for up to 12 cycles.

Progression-free survival (PFS), the primary endpoint, was 22.4 months and 13.1
months in the ofatumumab (Arzerra) plus chlorambucil and chlorambucil alone
arm, respectively.

There were inadequate details available to assess the quality of evidence in this

trial; however, the lack of blinding is considered a major flaw.

- The efficacy of ofatumumab (Arzerra) has not been studied beyond a single treatment
course which consists of 12 infusions. [1-3]

- Ofatumumab (Arzerra) has not been directly compared with rituximab or obinutuzumab

(Gazyva), two additional CD20-directed therapies used in the treatment of CLL.

- The National Comprehensive Cancer Network (NCCN) Chronic Lymphocytic
Leukemia/Small Lymphocytic Lymphoma guideline does not recommend ofatumumab
(Arzerra) as first-line therapy for CLL in patients with or without a del(17p)/TP53
mutation. [

Maintenance therapy for CLL

- A low-quality, open-label, multicenter, Phase III trial compared ofatumumab (Arzerra)
maintenance therapy (1000 mg every 8 weeks for up to 2 years) with observation for
patients in remission after reinduction for relapsed CLL. Treatment continued until
disease progression or the patient withdrew from the study. 6]

* At the planned interim analysis, PF'S was significantly improved in the

ofatumumab (Arzerra) arm (29.4 months) compared to the observation arm (15.2
months).

However, there was no significant difference between the treatment arms in OS
(HR=0.85; 95% CI, 0.52 to 1.37; p=0.49).

No clinically relevant differences in HRQOL were observed.

- The NCCN CLL/SLL guidelines gives ofatumumab (Arzerra) a lower than standard
recommendation (category 2B) for CLL maintenance therapy. 4l

*
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Other conditions

Ofatumumab (Arzerra), an anti-CD20 antibody, has been studied in several other B-cell-
mediated conditions.

* Follicular lymphoma: Several trials have evaluated ofatumumab (Arzerra) in
follicular lymphoma. [7-9 To date, none of the trials have evaluated a clinical
endpoint or compared ofatumumab (Arzerra) to either placebo or any established
therapy. Additional studies are needed to establish the safety and effectiveness of
ofatumumab (Arzerra) in this condition.

* Mucosa-associated lymphoid tissue (MALT) lymphoma: A preliminary trial in 16
patients suggests that ofatumumab (Arzerra) may have activity in this disease
based on objective tumor response rates. A larger, well-designed study is needed
to establish safety and effectiveness in this condition. [10]

* Rheumatoid arthritis: One small phase I/II trial and a larger phase III trial
evaluated ofatumumab (Arzerra) in patients with rheumatoid arthritis. (11121 The
larger of the two trials compared ofatumumab (Arzerra) with placebo in patients
who had an inadequate response to methotrexate. [121 There are many established
treatment options with long track records of safety and effectiveness that provide
a better value in this population.

* Relapsing-remitting multiple sclerosis (RRMS): A small, published, phase II,
dose-finding, cross-over trial evaluated MRI lesions and B-cell counts in patients
receiving ofatumumab (Arzerra) for RRMS for 24 weeks. Standard trial design to
establish safety and efficacy of medications in RRMS includes evaluation of MS
attack rate in hundreds of patients over a minimum of 2 years. Larger, well-
controlled trials evaluating a clinical endpoint are needed to establish
ofatumumab (Arzerra) as a safe and effective therapy for RRMS. [13]

* Waldenstrom’s macroglobulinemia (WM): There is interest in using ofatumumab
(Arzerra) in WM by virtue of its mechanism of action which is similar to other
therapies used in the treatment of this condition; however, to date, no clinical
trials have been published to support this use.

The NCCN compendium lists ofatumumab (Arzerra) among many category 2A
recommendations for Waldenstrom’s macroglobulinemia. Its use is recommended only in
rituximab -intolerant individuals. 141 No clinical trials were identified that evaluated
ofatumumab (Arzerra) in this condition.

Safety (1]

Infections, neutropenia, and fever are the most common serious adverse reactions
observed with ofatumumab (Arzerra).

Ofatumumab (Arzerra) may cause serious infusion reactions leading to symptoms that
include bronchospasm, dyspnea, laryngeal edema, cardiac infarction, and angioedema.
Premedication with intravenous corticosteroids, an oral analgesic, and on oral or

intravenous antihistamine are recommended before infusing.

Ofatumumab (Arzerra) has a boxed warning to highlight the potential risk of
progressive multifocal leukoencephalopathy (PML) and reactivation of hepatitis B.
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Dosing (1

Relapsed CLL: Ofatumumab (Arzerra) is administered for up to 6 cycles as follows:
* 300 mg on Day 1, followed by 1,000 mg on Day 8 (Cycle 1)
* 1,000 mg on Day 1 of subsequent 28-day cycles for a maximum of 6 cycles.

Refractory CLL: Ofatumumab (Arzerra) is administered in 12 doses as follows:

* An initial dose of 300 mg (Dose 1), followed one week later by
* 2,000 mg weekly for 7 doses (Doses 2 through 8), followed 4 weeks later by
* 2,000 mg every four weeks for 4 doses (Doses 9 through 12).

Premedicate before each dose with acetaminophen, an oral or intravenous
antihistamine, and an intravenous corticosteroid (prednisolone 100 mg or equivalent).

The safety and effectiveness of ofatumumab (Arzerra) have only been formally evaluated
based on the administration of a single, 12-dose course of therapy. Although there is a
published case series of a small subset of subjects from the pivotal trial who went on to
receive a second course of ofatumumab (Arzerra) when their CLL progressed after an
initial 12-dose course, this low-level evidence is not sufficient to support the benefit of
this practice versus changing to an alternative therapy. [15]

Appendix 1: CD20-Directed Therapies for Chronic Lymphocytic Leukemia (CLL)

Obinutuzumab (Gazyva)

Ofatumumab (Arzerra)

Rituximab

Cross References

Copiktra, duvelisib, Medication Policy Manual, Policy No. dru573

Gazyva, obinutuzumab, Medication Policy Manual, Policy No. dru327

Imbruvica, ibrutinib, Medication Policy Manual, Policy No. dru326

Non-Preferred Products with Therapeutically Interchangeable Biosimilars/Reference Products,
Medication Policy Manual, Policy No. dru620

Venclexta, venetoclax, Medication Policy Manual, Policy No. dru462

Zydelig, idelalisib, Medication Policy Manual, Policy No. dru363
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Codes Number Description

HCPCS J9302 Injection, ofatumumab (Arzerra), 10 mg
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Revision History

Revision Date Revision Summary
7/16/2021 No criteria changes with this annual update.
06/15/2020 Removed references to brand Rituxan from policy, to account for

upcoming changes in biosimilars policy (dru620).

4/22/2020 Added continuation of therapy (COT) criteria (no change to intent of
coverage criteria).

4/25/2019 Mucosa-associated lymphoid tissue (MALT) lymphoma was added to
the list of investigational conditions.

3/19/2018 No changes to coverage criteria with this annual update.

1/13/2017 Revised coverage criteria to specify relapsed or refractory CLL. Added
maintenance therapy as an investigational use.

1/8/2016 No changes with this annual update.

1/15/2010 New policy

Drug names identified in this policy are the trademarks of their respective owners
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Independent licensees of the Blue Cross and Blue Shield Association

Medication Policy Manual Policy No: drul98
Topic: Istodax, romidepsin Date of Origin: January 15, 2010
Committee Approval Date: July 16, 2021 Next Review Date: April 2022

Effective Date: October 1, 2021

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government approval
status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of Medication policy is to provide a guide to coverage. Medication Policy is not intended
to dictate to providers how to practice medicine. Providers are expected to exercise their medical
judgment in providing the most appropriate care.

Description

Romidepsin (Istodax), a histone deacetylase (HDAC) inhibitor, is a cancer medication used in the
treatment of certain T-cell lymphomas. It is given via intravenous infusion.
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Policy/Criteria

Most contracts require pre-authorization approval of romidepsin (Istodax) prior to coverage.

I. Continuation of therapy (COT): Romidepsin (Istodax) may be considered medically
necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be
met:

1. The patient was established on therapy prior to current health plan
membership AND there is documentation that the medication was covered

by another health plan. Examples of documentation include the coverage
approval letter from the previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II. New starts (treatment-naive patients): Romidepsin (Istodax) may be considered medically

necessary when there is clinical documentation (including, but not limited to chart notes)
confirming that criterion A or B below is met.

A. A diagnosis of peripheral T-cell lymphoma (PTCL) when at least two prior
systemic therapies have been ineffective or not tolerated (see Appendix 1 for
therapy options).

OR

B. A diagnosis of cutaneous T-cell lymphoma (CTCL) [e.g. Mycosis Fungoides and
Sézary Syndrome] when at least two prior systemic therapies have been ineffective
or not tolerated (see Appendix 2 for therapy options).
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I11. Administration, Quantity Limitations, and Authorization Period

A. Regence Pharmacy Services does not consider romidepsin (Istodax) to be a self-
administered medication.

B. When pre-authorization is approved, romidepsin (Istodax) will be authorized for up
to three infusions every four weeks until disease progression.

C. Authorization may be reviewed at least annually. Clinical documentation
(including, but not limited to chart notes) must be provided to confirm that current
medical necessity criteria are met, and that the medication is providing clinical
benefit, such as disease stability or improvement.

IV. Romidepsin (Istodax) is considered investigational when used in patients who have had
prior treatment with belinostat (Beleodaq) and when used in combination with other
chemotherapy medications.

V. Romidepsin (Istodax) is considered investigational when used for all other conditions,
including but not limited to:

A. Prostate cancer.
B. Squamous cell cancer of the head and neck (SCCHN).
C. Solid tumors.

Position Statement

- Romidepsin (Istodax), a histone deacetylase (HDAC) inhibitor, is among several systemic
medications (see Appendices 1 and 2) that may be used to treat cutaneous T-cell lymphoma
(CTCL) [e.g. Mycosis Fungoides (MF), Sézary Syndrome (SS)] and peripheral T-cell
lymphoma (PTCL).

- The intent of this policy is to cover romidepsin (Istodax) for the indications and dose for
which it has been shown to be safe and effective, as detailed in the coverage criteria.

- The effectiveness of romidepsin (Istodax) is based on low-quality, single-arm studies that
evaluated tumor response rates, a surrogate marker, as the primary endpoint.

- The effect of these therapies on overall survival has not been evaluated.

- Romidepsin (Istodax) has not been studied in the first-line setting nor has it been compared
to any other therapy options.

- Romidepsin (Istodax) is administered via intravenous infusion over 4 hours and is given
until disease progression or unacceptable toxicity.

Regence Pharmacy Services performs independent analyses of oncology medication
evidence. NCCN clinical practice guidelines assignment of a category 2a/b
recommendation does not necessarily establish medically necessity. The Regence
Pharmacy Services analysis and coverage policy may differ from NCCN clinical practice
guidelines.
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Clinical Efficacy

Cutaneous T-cell Lymphoma (CTCL)

- The effectiveness of romidepsin (Istodax) has been evaluated in 167 subjects with cutaneous
T-cell lymphoma (CTCL) in two, uncontrolled clinical trials with poor quality evidence. [1-3]

* There was no comparator in either of the studies.

* The studies evaluated a subgroup of subjects with CTCL for overall response (partial

response plus complete response) to therapy.
* Approximately 34% of subjects had either a partial response (28%) or a complete
response (6%).
- All subjects evaluated in the studies had been on one or more prior systemic therapies.

- There is currently no evidence that romidepsin (Istodax) improves clinical outcomes (e.g. overall
survival, quality of life) in patients with CTCL.

Peripheral T-cell Lymphoma (PTCL)

- Romidepsin (Istodax) was evaluated in 130 patients with PTCL who had failed at least one
prior therapy. The evidence is of poor quality as the trial was not controlled. 4 A second trial
in a mixed group of patients with PTCL or CTCL was used as supportive information. [l

* Romidepsin (Istodax) was not compared with placebo or an active comparator in

either study.

The primary endpoint evaluated was disease response rate which is based on

disease markers. Clinical outcomes, such as survival, have not been evaluated.

The overall response rate (complete response rate plus partial response rate) was

25% with 15% of patients achieving a complete response. [4

- All subjects evaluated in the studies had been on one or more prior systemic therapies. [45]

- There is currently no evidence that romidepsin (Istodax) improves clinical outcomes (e.g.
overall survival, quality of life) in patients with PTCL.

National Guidelines

- The National Comprehensive Cancer Network (NCCN) T-cell lymphomas and Primary
Cutaneous Lymphomas guidelines lists romidepsin (Istodax) among several recommended

systemic treatment options for the treatment of both CTCL and PTCL. 6.7 [refer to
Appendix 1 and Appendix 2].

Use in Other Conditions
- Romidepsin (Istodax) is being evaluated for use in several other conditions:

* Preliminary studies failed to demonstrate a benefit in advanced colorectal cancer,
metastatic renal cell carcinoma, prostate cancer, and lung cancer. [8-12]

* A phase 2 study evaluated the combination of romidepsin (Istodax) and gemcitabine
in patients with relapsed or refractory PTCL. There was no additional benefit
shown over the use of romidepsin (Istodax) alone. [13]

* In small number of patients with relapsed multiple myeloma, poor response rates
were achieved. [14]
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* No results are available for studies in several other conditions including squamous
cell cancer of the head and neck (SCCHN), breast cancer, solid tumors, and acute
myelogenous leukemia. [15]
Safety (1]

- The most common adverse experiences reported with romidepsin (Istodax) include: nausea,
fatigue, infections, vomiting, anorexia, bone marrow depression, low serum magnesium,
diarrhea, fever, and hypotension.

- Prolongation of the QT interval and increased risk of serious infections have been reported
with romidepsin.

- There is the potential for clinically significant drug-drug interactions when romidepsin
(Istodax) is co-administered with strong CYP 3A4 inhibitors (e.g. ketoconazole,
clarithromycin) and inducers (e.g. rifampin), as well as with drugs that inhibit the P-
glycoprotein pathway (e.g. cyclosporine).

- Caution is urged when co-administering romidepsin (Istodax) with warfarin, as elevations
in INR may occur.

Dosing considerations (1

- Romidepsin (Istodax) is administered intravenously on days 1, 8, and 15 of every 28-day
cycle until disease progression or unacceptable toxicity. [1]

- Dose adjustment may be necessary for hematologic as well as nonhematologic toxicities. [
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Appendix 1: Systemic Treatment Options for PTCL [€] ab.c

First-line Therapy

Brentuximab vedotin + CHP (cyclophosphamide, doxorubicin, prednisone) for CD30+ histologies

CHOEP (cyclophosphamide, doxorubicin, vincristine, etoposide, prednisone)

CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone)

CHOP followed by IVE (ifosfamide, etoposide, epirubicin) alternating with methotrexate

EPOCH (etoposide, prednisone, vincristine, cyclophosphamide, doxorubicin)

Second-line Therapy

Transplant candidates

Non-transplant candidates

Preferred single agents:

(0}
(0}

(0}
(0}

Belinostat (Beleodaq)
Brentuximab vedotin (Adcetris) for
CD30+ PTCL

Pralatrexate (Folotyn)

Romidepsin (Istodax)

Preferred combination regimens:

(0]

(0}
(0}

DHAP (dexamethasone, cisplatin,
cytarabine)

DHAX (dexamethasone, oxaliplatin,
cytarabine)

ESHAP (etoposide,
methylprednisolone, cytarabine,
cisplatin)

GDP (gemcitabine, dexamethasone,
cisplatin)

GemOx (gemcitabine, oxaliplatin)
ICE (ifosfamide, carboplatin, etoposide)

Other recommended therapies:

(0]

(0}
(0}
(0}

Bendamustine

Gemcitabine

Lenalidomide

GVD (gemcitabine, vinorelbine,
liposomal doxorubicin)

Preferred Single agents:

(0]

(0]

o
o

Belinostat (Beleodaq)
Brentuximab vedotin (Adcetris) for
CD30+ PTCL

Pralatrexate (Folotyn)

Romidepsin (Istodax)

Other single agents:

(o}
(o}
o

Alemtuzumab (Campath)
Bendamustine

Cyclophosphamide and or etoposide (IV
or PO)

Gemcitabine

Lenalidomide (Revlimid)

Radiation therapy

panel) unless otherwise indicated.

a PTCL subtypes included: PTCL not otherwise specified (NOS), angioimmunoblastic T-cell lymphoma (AITL), anaplastic
large cell lymphoma (ALCL), and enteropathy-associated T-cell lymphoma (EATL)
b All therapies listed above are NCCN category 2A recommendations (lower quality evidence but uniform consensus among

¢ AITL and ALCL have slight variations in the regimens used in the second line and subsequent therapy setting
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Appendix 2: Systemic Treatment Options* for CTCL (i.e. Mycosis Fungoides/Sezary
syndrome) [7]

acitretin (Soriatane) interferon gamma (Actimmune)
alemtuzumab (Campath) isotretinoin

all-trans retinoic acid (Vesanoid) methotrexate

bexarotene (Targretin) mogamulizumab (Poteligeo)
brentuximab vedotin (Adcetris) pembrolizumab (Keytruda) [category 2B]
chlorambucil (Leukeran) pentostatin

cyclophosphamide pralatrexate (Folotyn)
doxorubicin, liposomal (Doxil) romidepsin (Istodax)

etoposide temozolomide (CNS involvement)
gemcitabine vorinostat (Zolinza)

interferon alfa (Intron A)

* All therapies listed above are NCCN category 2A recommendations (lower quality evidence but uniform
consensus among panel), unless otherwise noted.

Cross References

Adcetris, brentuximab, Medication Policy Manual, Policy No. dru264

Beleodaq, belinostat, Medication Policy Manual, Policy No. dru362

Folotyn, pralatrexate, Medication Policy Manual, Policy No. drul97

Codes Number Description
HCPCS J9315 Injection, romidepsin (Istodax), 1 mg
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Revision History

Revision Date Revision Summary

7/16/2021 No criteria changes with this annual update.

4/22/2020 Added continuation of therapy (COT) criteria (no change to intent of
coverage criteria).

4/25/2019 No criteria changes with this annual update.

7/20/2018 e Clarify quantity limit (up to three infusions every four weeks until

disease progression).

e Updated criteria with standard policy language (no changes to intent).

7/14/2017 No criteria changes with this annual update.

9/9/2016 No criteria changes with this annual update.

1/15/2010 New policy
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Medication Policy Manual Policy No: dru216
Topic: Provenge, sipuleucel-T Date of Origin: August 11, 2010
Committee Approval: June 20, 2024 Next Review Date: 2025

Effective Date: September 1, 2024

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government approval

status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract

language will control.

The purpose of Medication Policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise their
medical judgment in providing the most appropriate care.

Description

Provenge (sipuleucel-T) is indicated for the treatment of asymptomatic or minimally symptomatic
metastatic, castration-resistant prostate cancer. It is an immunotherapy derived from a patient’s
own immune cells and is designed to stimulate an immune response against the prostate cancer.

© 2024 Regence. All rights reserved.
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Policy/Criteria
Most contracts require pre-authorization approval of Provenge (sipuleucel-T) prior to coverage.
I. Continuation_of therapy (COT): Provenge (sipuleucel-T) may be considered medically

necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be
met:
1. The patient was established on therapy prior to current health plan
membership AND there is documentation that the medication was

covered by another health plan. Examples of documentation include the
coverage approval letter from the previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

I1. New starts (treatment-naive patients): Provenge (sipuleucel-T) may be considered

medically necessary when there is clinical documentation (including, but not limited to
chart notes) that criteria A through F below are met.

A. Diagnosis of metastatic adenocarcinoma of the prostate.
AND
B. Radiographic evidence of metastases beyond the primary tumor, (such as bone

and soft tissue) except visceral metastases; specifically, liver, lung, or brain
metastases. [l

AND

C. Hormone refractory (also known as castration-resistant, castration-recurrent, or
androgen-independent) disease when both criteria 1 and 2 below are met:
1. Disease progression or metastasis despite removal of testes OR despite
treatment with anti-androgen medications such as Lupron (leuprolide).
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AND

2. Current testosterone level is < 50 ng/dL.

AND

D. Asymptomatic or minimally symptomatic disease [e.g., no narcotic (opioid) use
for prostate cancer-related pain].

AND

E. If cytotoxic chemotherapy [e.g., docetaxel, cabazitaxel] has been previously
administered, it must have been stopped for at least 3 months prior to initiation
of leukapheresis for Provenge (sipuleucel-T) therapy.

AND

F. If immunosuppressants such as systemic corticosteroids at doses > 5 mg
prednisone or equivalent) and/or radiation have been administered, it must have
been stopped for at least 28 days prior to initiation of leukapheresis for Provenge
(sipuleucel-T) therapy.

III.  Administration, Quantity Limitations, and Authorization Period

A. Regence Pharmacy Services considers Provenge (sipuleucel-T) coverable only
under the medical benefit (as a provider-administered medication).

B. When pre-authorization is approved, Provenge (sipuleucel-T) may be authorized
one-time for a maximum of three infusions, each of which includes harvest and
re-infusion of activated leucocytes. When criteria for coverage are met, up to 3
completed infusions (one course of therapy) may be authorized per lifetime.

C. Additional courses of therapy are considered investigational.

IV. Provenge (sipuleucel-T) is considered investigational when used for all other conditions,
including but not limited to:

A. Localized (non-metastatic) prostate cancer.

B. Treatment of patients with moderate to severe prostate cancer-related pain that

requires treatment with opioid analgesics.

C. Treatment of metastatic prostate cancer when there is metastasis to the liver,
lung, or brain with or without additional metastases.

D. Concomitant use with of either chemotherapy or immunosuppressive agents
(such as systemic corticosteroids) with the leukapheresis procedure or Provenge
(sipuleucel-T).
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Position Statement

Provenge (sipuleucel-T) may improve overall survival as a first-line therapy in men with
metastatic castration-resistant (mCRPC). However, there is uncertainty as to the
magnitude of its benefit and its effectiveness relative to docetaxel. [1.2]

Medical or surgical castration (hormonal intervention) is considered first-line therapy
for patients with metastatic prostate cancer. Approximately 15% of patients do not
respond to or eventually become refractory to hormonal intervention. [3]

Docetaxel plus prednisone is considered first-line salvage therapy in patients with
mCRPC based on its overall survival advantage over mitoxantrone plus prednisone, a
chemotherapy regimen used for palliative treatment. [3!

In the Provenge (sipuleucel-T) clinical trials, the population studied had radiologically
confirmed mCRPC which was asymptomatic or minimally symptomatic. No data exists
for its use in moderately or severely symptomatic patients, and it has not been studied
in patients with visceral metastases. [l

Patients in the clinical trials had castration levels of serum testosterone below 50 ng/dL
and a serum PSA of at least 5.0 ng/mL. Disease progression was based on imaging
studies or PSA measurements, despite surgical or medical castration. [1.2]

Pain related to prostate cancer is considered a prognostic factor in metastatic prostate
cancer and people with pain tend to have higher tumor burden. 4

The use of either chemotherapy or immunosuppressive agents (such as systemic
corticosteroids) given at the same time with the leukapheresis procedure for Provenge
(sipuleucel-T) has not been studied. Provenge (sipuleucel-T) is designed to stimulate the
immune system so simultaneous use of immunosuppressive agents may alter the
effectiveness and/or safety of Provenge (sipuleucel-T). [2.5]

Regence Pharmacy Services performs independent analyses of oncology medication

evidence, to establish coverability per the contracts with the health plan.

Most contracts define coverability based on established clinical benefit in published,
peer-reviewed literature, along with consideration of regulatory status.

FDA approval does not in itself establish medical necessity, as unpublished, low-quality
evidence, including exploratory analyses and unvalidated surrogate endpoints, may be
used as the basis of approval. Regulatory approval may or may not reflect clinical benefit
relative to standard of care and the recommendations of expert clinical advisors such as
the Oncologic Drugs Advisory Committee (ODAC). FDA approvals generally do not
consider cost compared to established therapies, or value to members.

Likewise, NCCN clinical practice guidelines assignment of a recommendation (category
1, 2a, or 2b) does not necessarily establish medically necessity. NCCN recommendations
are inconsistently supported by published, peer-reviewed literature and do not uniformly
consider value of new therapies relative to existing potentially higher-value treatment
options, considering effectiveness, safety, and cost.

Medication coverage criteria are developed based on the ‘medical necessity’ assessment,
as described above.

Regence Pharmacy Services analysis and coverage policy may differ from FDA
labeled indication and/or NCCN clinical practice guidelines.

© 2024 Regence. All rights reserved.
dru216.14 Page 4 of 7

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.



Clinical Efficacy

- The evidence for Provenge (sipuleucel-T) in the first-line salvage treatment of mCRPC is
unreliable. The magnitude of survival benefit relative to placebo is uncertain. [1.2]

- The efficacy of Provenge (sipuleucel-T) relative to docetaxel, another potential first-line
therapy in this setting, has not been studied. [21 There are three studies that compared
Provenge (sipuleucel-T) with “placebo” (Note: a large proportion of subjects initially
randomized to placebo crossed over to a product similar to Provenge (sipuleucel-T) after
progression of disease). [1.6.7]

- The evidence from one pivotal published randomized controlled published trial
comparing Provenge (sipuleucel-T) with placebo in men with mCRPC disease. At a

median follow-up of 34 months, patients who received Provenge (sipuleucel-T) had a
statistically significant improvement in overall survival. This trial was appraised as
unreliable for reasons that included: !

* Unblinding, which was allowed after disease progression was confirmed.
* Crossover to alternative therapies after disease progression was allowed at the
discretion of the investigator. (This occurred in a large proportion of subjects).
- Both of these flaws may impact the overall survival endpoint. The follow up use of a
product similar to Provenge (sipuleucel-T) in the placebo treatment arm has the
potential to improve survival in these patients, while follow up use of docetaxel in the
Provenge (sipuleucel-T) treatment arm has the potential to improve survival in these
patients. This crossover allows for confounding variables and makes it difficult to
assess whether the reported overall survival benefit is valid and, if the benefit is real,
to quantify the benefit.
- The evidence from two smaller published trials comparing Provenge (sipuleucel-T)
with placebo in men with mCRPC disease were appraised as not reliable for reasons
that included: [6.7]

* Use of time to progression (TTP) of disease as a primary endpoint. TTP does
not predict overall survival, a clinically relevant endpoint, in men with
mCRPC.

* Crossover to other therapies was allowed after progression of disease.

* Post hoc analysis of overall survival (did not define statistical methods in
advance).

* One study was stopped before it met its enrollment goal.

- Provenge (sipuleucel-T) is recognized in the National Comprehensive Cancer Network
(NCCN) prostate cancer guidelines as a category 1 recommendation (“Useful in certain
circumstances”) for men with mCRPC with asymptomatic or minimally symptomatic
disease with ECOG scores of 0 to 1, and is not recommended for patients with visceral
metastases and a life expectancy of less than 6 months. It is also recommended as
category 2A in patients who have failed first-line therapy for metastatic disease. [3]
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Safety (4

- The most common adverse reactions include: chills, fatigue, fever, back pain, nausea,

joint ache, and headache. There are no published head-to-head clinical trials to support

the claim that Provenge (sipuleucel-T) has less toxicity than docetaxel.

- There were more cerebrovascular events (CVEs), including hemorrhagic and ischemic

strokes, reported in patients receiving Provenge (sipuleucel-T) than placebo (3.5% vs.

2.6%). The difference was not statistically significant. Nevertheless, the Food and Drug

Administration listed it as a safety concern in their review of the safety of this

medication.

Cross References

BlueCross BlueShield Association Medical Policy, 8.01.53 - Cellular Immunotherapy for Prostate
Cancer. [August 2022]

Codes

Number

Description

Sipuleucel-T (Provenge), minimum of 50 million autologous CD54+ cells

HCPCS Q2043 activated with PAP-GM-CSF, including leukapheresis and all other

preparatory procedures, per infusion
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Revision History

Revision Date | Revision Summary

6/20/2024 No criteria changes with this annual review.
12/7/2023 No criteria changes with this annual review.
12/9/2022 * Updated standard language in policy.

* No changes to coverage criteria with this annual update.

1/20/2021 Updated continuation of therapy (COT) language. No changes to
coverage criteria.

1/22/2020 Added continuation of therapy (COT) criteria (no change to intent of

coverage criteria).

1/31/2018 No changes to coverage criteria with this annual update (criteria
wording modifications for clarity. No change to intent).

3/19/2018 No criteria changes with this annual update
1/13/2017 No criteria changes with this annual update
1/8/2016 Reorganization of criteria, including splitting some individual criteria

into two criteria, for clarity and ease of use. The intent of the policy has
not changed.

8/11/2010 New policy.

Drug names identified in this policy are the trademarks of their respective owners.
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Medication Policy Manual Policy No: dru223
Topic: Prolia, denosumab Date of Origin: August 11, 2010
Committee Approval Date: September 19, 2024 Next Review Date: 2025

Effective Date: December 1, 2024

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity,
generally accepted standards of medical practice, and review of medical literature and
government approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the
extent there are any conflicts between these guidelines and the contract language, the contract

language will control.

The purpose of Medication Policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise
their medical judgment in providing the most appropriate care.

Description

Prolia (denosumab) is a medication used to treat osteoporosis (bone loss). It works by preventing
bone resorption (breakdown). Reducing bone resorption leads to a favorable increase in bone
mass and reduction in fracture risk.

PLEASE NOTE: Denosumab is also marketed as Xgeva and is used to prevent skeletal
complications of bone metastases from solid tumor cancers. In addition, Xgeva (denosumab) is
used for the treatment of giant cell tumor of the bone and hypercalcemia of malignancy. There
1s a separate medication policy for Xgeva (denosumab) for these indications, specifically.
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Policy/Criteria
Most contracts require pre-authorization approval of Prolia (denosumab) prior to coverage.
I. Continuation of therapy (COT): Prolia (denosumab) may be considered medically

necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, full policy criteria must
be met for coverage.

OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II. New Starts (Treatment-naive patients): Prolia (denosumab) may be considered medically

necessary when there is clinical documentation (including, but not limited to, chart
notes) that criteria A and B below are met.
A. Patients at high risk for fracture defined by meeting any one of criterion 1
through 6:
1. Have a bone mineral density that is 2.5 or more standard deviations
below that of a "young normal" adult (T-score at or below —2.5).

OR

2. Have osteopenia (T-score between -1 and -2.5) and glucocorticoid use for
at least 3 months at a dose of 5 mg per day or greater, of prednisone (or
equivalent).

OR

3. History of osteoporotic (fragility) fracture.

OR

4. Men receiving androgen deprivation therapy (ADT) for nonmetastatic
prostate cancer.

OR

5. Women receiving adjuvant aromatase inhibitor therapy for breast cancer.
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OR

6. The probability is > 20% for an occurrence of a major osteoporotic fracture
or > 3% for hip fracture, based on the US-adapted WHO algorithm
Fracture Risk Assessment Tool (FRAX tool).

AND

B. One of the following criterion (1 or 2) below is met:
1. The patient is at very high risk of fracture, defined as meeting one of the
following criterion (a through d) below:
a. A history of multiple fragility fractures.

OR
b. A bone mineral density that is 3 or more standard deviations

below that of a “young normal” adult (T score at or below - 3.0)
with or without fracture history.

OR
c. A bone mineral density that is 2.5 or more standard deviations
below that of a “young normal” adult (T score at or below -2.5) and
a history of at least one fragility fracture.
OR
d. A bone mineral density that is 2.5 or more standard deviations
below that of a “young normal” adult (T score at or below -2.5)
after completion of a full course of an anabolic bone medication (as
listed in Appendix 1).
OR
2. Step therapy with lower-cost alternatives has been ineffective, not

tolerated or contraindicated as defined by at least one of the following (a

through e):

a. The patient has received at least three years of bisphosphonate
therapy and remains at high risk for fracture (e.g., T-score at or
below —2.5).

OR

b. A bisphosphonate has been ineffective (e.g., a loss of BMD after at
least 12 months of treatment or fracture while on treatment).

OR

c. Raloxifene has not been effective after at least a 24-month
treatment period based on objective documentation.

OR

d. Bisphosphonates (both oral and IV) are not tolerated due to
documented clinical side effects.

OR
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e. Bisphosphonates (both oral and IV) are contraindicated based on
current medical literature and objective documentation describing
the contraindication is provided (including, but not limited to,
creatinine clearance of less than 35 ml/min).

PLEASE NOTE: In patients with underlying GI issues, use of oral
bisphosphonates may be contraindicated or not tolerated. However, use of
an IV bisphosphonate must be trialed for above criterion to be met.

IV bisphosphonates, such as zoledronic acid (generic Reclast), are
available for coverage without pre-authorization.

III.  Administration, Quantity Limitations, and Authorization Period

A. Regence Pharmacy Services considers Prolia (denosumab) coverable under the
pharmacy benefit (as a self-administered medication) OR coverable under the
medical benefit (as a provider-administered medication).

B. When pre-authorization is approved Prolia (denosumab) will be authorized in
quantities of two 60 mg injections per year.

C. Authorization may be reviewed at least annually. Clinical documentation
(including, but not limited to chart notes) must be provided to confirm that
current medical necessity criteria are met, and that the medication is providing
clinical benefit, such as disease stability or improvement.

IV. Prolia (denosumab) is considered not medically necessary for the prevention of skeletal
complications of bone metastases from solid tumor cancers, treatment of giant cell tumor
of the bone, and hypercalcemia of malignancy.

V. Prolia (denosumab) is considered investigational when used for all other conditions,
including but not limited to:
A. Prevention of postmenopausal osteoporosis
B. Use in combination with anabolic bone medications, including but not limited to,
Tymlos (abaloparatide), teriparatide (Forteo ), or Evenity (romosozumab).

Position Statement

Summary

- Prolia (denosumab) is a monoclonal antibody used for the treatment of osteoporosis in
men and postmenopausal women at high risk for fracture (e.g., T-score at or below -2.5,
osteopenia and glucocorticoid use for > 3 months, probability > 20% for an occurrence of
a major osteoporotic fracture or > 3% for hip fracture based on FRAX tool). In addition, it
is used to increase bone mass in patients at high risk for fracture as a result of receiving
androgen deprivation therapy for prostate cancer or aromatase inhibitor therapy for

breast cancer.

© 2024 Regence. All rights reserved.
dru223.24 Page 4 of 13

July 1,2025 These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.



July 1, 2025

Bisphosphonate treatment for prevention of bone loss, regardless of cause, is the
standard of care due to the body of evidence supporting efficacy and track record of
safety. There are both oral and injectable bisphosphonates available as low-cost
generics.

Osteoporosis guidelines consider either oral or injectable bisphosphonates (including
alendronate, risedronate, and zoledronic acid), along with Prolia (denosumab), as first-
line therapy options for most patients who are candidates for treatment. All of these
options have “broad spectrum” anti-fracture activity, with proven efficacy to reduce hip,
non-vertebral, and spine fractures. Because raloxifene, a selective estrogen receptor
modifier (SERM), has not been shown to reduce hip or non-vertebral fracture, it is
considered an alternate to the bisphosphonates and Prolia (denosumab). [1]

American Association of Clinical Endocrinologists (AACE) guidelines recommend that
Tymlos (abaloparatide), Prolia (denosumab), Evenity (romosozumab), teriparatide
(Forteo ), and zoledronate as initial therapy for patients at very high fracture risk. The
definition for very high risk differs in in Endocrine Society and AACE guidelines but
both include patients with a T-score at or below -2.5 and a history of fracture, or a
history of multiple fractures. ! 21 An additional definition of very high risk in the AACE
guidelines includes patients with a T-score at or below -3.0, regardless of fracture
history.

There is consistent evidence that Prolia (denosumab) is a potent antiresorptive therapy.
The effect is consistent across the placebo-controlled trials and comparative, non-
inferiority trials. Prolia (denosumab) has demonstrated the potential to decrease the risk
of fractures in patients with osteoporosis to a similar degree as other established
treatment options (e.g., bisphosphonates); however, it is unknown if Prolia (denosumab)
1s a superior treatment option.

Comparative evidence evaluating Prolia (denosumab) and bisphosphonates for
osteoporosis assessed bone mineral density (BMD) as the primary endpoint, which is not
as clinically relevant as the ability to prevent fracture.

There is no comparative evidence evaluating Prolia (denosumab) and bisphosphonates
for the prevention of osteoporosis associated with hormone suppression treatment in
breast or prostate cancer.

Generic treatments, such as bisphosphonates (oral and injectable), provide the best
value for the prevention or treatment of bone loss in high-risk patients. Prolia
(denosumab) has not been proven to be safer or more effective than generic
bisphosphonates but is more costly. For patients unable to use oral bisphosphonates due
to gastrointestinal (GI) issues, IV bisphosphonates are a treatment option as they do not
have direct GI irritant effects.

Denosumab is also marketed as Xgeva and is indicated for the treatment of skeletal
complications of bone metastases from solid tumor cancers, treatment of giant cell tumor
of the bone, or hypercalcemia of malignancy. Use of Prolia for these indications is
considered not medically necessary as dosage and frequency of administration differ
between indications and products.

The use of Prolia (denosumab) for the prevention of postmenopausal osteoporosis is
considered investigational as there is no evidence supporting its safety and efficacy in
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this population. A number of other therapies (e.g., lifestyle modifications, calcium and
vitamin D, bisphosphonates) may be appropriate in select patients.

In addition, there is insufficient evidence to establish that the use of Prolia (denosumab)
in combination with anabolic agents, such as teriparatide (Forteo) or Tymlos
(abaloparatide), is more effective than monotherapy with either agent.

Although the risk for osteonecrosis of the jaw (ONJ) and atypical femoral fracture (AFF)
may be increased with long-term bisphosphonate use, the absolute risk reduction of
clinical fractures with these medications are far greater than the absolute risk of AFF
and ONJ. (]

The 2019 Endocrine Society Osteoporosis guideline and American Society for Bone and
Mineral Research (ASBMR) recommend post-menopausal women be evaluated for
fracture risk after 3-5 years of bisphosphonates. Patients with low-moderate fracture
risk may consider a drug holiday, which is defined as a period of time when no
osteoporosis medications are given. For patients with high risk (which include multiple
spine fractures or hip/spine BMT <-2.5) osteoporosis treatment should be continued, as
the benefits likely outweigh potential harms. [4l

The 2019 Endocrine Society guidelines also recommend dual-energy X-ray
absorptiometry (DEXA) at the spine and hip every 1 to 3 years to assess the response to
treatment. While there is uncertainty regarding what is considered an adequate
response, guidelines state the stable or increasing BMD may indicate a good response.
Switching treatments may also be considered in patients who experience a fracture. [4]
There have not been adequate studies to evaluate the efficacy of switching to alternative
therapies and the optimal duration of bisphosphonate therapy is unclear.

Clinical Efficacy
Osteoporosis

Prolia (denosumab) has not been proven in reliable clinical studies to be more effective
than generic options.

There are several randomized controlled trials (RCTs) assessing the efficacy of Prolia
(denosumab) relative to placebo or alendronate. [>-81 However, only one trial studied the
clinically meaningful endpoint of fracture prevention. [7l The other efficacy trials used
percent change in bone mineral density (BMD) or geometric parameters as the primary
endpoint. 5689 BMD is a surrogate marker and change in BMD is poorly correlated to
fracture prevention. Furthermore, geometric parameters remain a research method
versus a clinical technique.

* A single trial established the efficacy of Prolia (denosumab) with regard to
decreased fracture risk in postmenopausal osteoporosis compared to placebo. [7]

* Prolia (denosumab) reduces the risk of vertebral, hip and non-vertebral fractures
in post-menopausal women with osteoporosis over 36 months when compared to
placebo.

*

Data from the long-term extension are available. Reduction in bone turnover and
increases in BMD were maintained over time with Prolia (denosumab); however,
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due to the cross-over design of the trial, the benefit for reducing fracture risk
beyond 36 months of treatment cannot be determined. [1011]

There are trials comparing Prolia (denosumab) to weekly alendronate for the treatment

of osteoporosis in post-menopausal women; however, there are limitations to these data.

* The primary endpoint of many of these trials is BMD changes at 12 months,
which is not as clinically relevant as fracture data. [5 6

* Another study performed a post-hoc analysis of a subset of patients (n = 116)
enrolled in a phase 2 dose-ranging study. The primary endpoint of this study was
geometric strength parameters. Although the effects of Prolia (denosumab) were
greater than alendronate in select bone sites, the results are only suggestive of a
correlation to improved fracture data and do not definitively prove that Prolia
(denosumab) is superior to alendronate for preventing osteoporosis-related
fractures. [9]

The FRAX tool (www.shef.ac.uk/FRAX) was developed by the World Health
Organization (WHO) to evaluate fracture risk of patients. It integrates clinical risk
factors with BMD at the femoral neck. The FRAX tool provides the 10-year probability of
fracture. The output is a 10-year probability of hip fracture and the 10-year probability

of a major osteoporotic fracture (forearm, shoulder, or clinical vertebral fracture).

Treatment should be considered if the 10-year risk is 3% or more for hip fracture or 20%
or more for “major” osteoporosis-related fracture based on the US-adapted WHO
algorithm (FRAX tool). [12]

2019 Endocrine Society Osteoporosis guideline recommend initial treatment with
bisphosphonates (alendronate, risedronate, zoledronic acid, and ibandronate). They are
available at low cost and have a long history of use. Prolia (denosumab) is considered an
alternative initial treatment for patients who are not candidates for a bisphosphonate or
who have not had an adequate response to bisphosphonates(4l

An injectable option [e.g., zoledronic acid, Prolia (denosumab), Evenity (romosozumab),
Tymlos (abaloparatide), or teriparatide (Forteo)] is recommended for those with a prior
fragility fracture or indicators of higher fracture risk (e.g., advanced age, frailty,
glucocorticoids, very low T-scores, or increased fall risk); however, no one specific
injectable option is preferred over another. [121 Of the treatment options, generic
zoledronic acid is the lowest cost treatment choice.

The evidence for combination use of Prolia (denosumab) and teriparatide (Forteo) is
limited to one small trial in post-menopausal women (n = 94). Although the combination
resulted in a larger increase in BMD than either agent alone, there are no fracture data
available. [13] Combination therapy substantially raises the cost and probably increases
the potential for side effects. Until the effect of combination therapy on fracture is better
understood, the AACE/ACE does not recommend concomitant use of these agents. [1 2]

Prevention of Osteoporosis due to Hormone Suppression

For prostate cancer and breast cancer patients on hormone suppression therapy,
hormone suppression increases bone turnover and decreases bone mineral density.
There is a limited body of evidence for fracture prevention during hormone suppression
therapy for prostate cancer and breast cancer. Trials were designed to demonstrate an
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increase in BMD or time to first fracture, rather than a reduction in fracture risk. BMD

is a surrogate for fracture risk, a more clinically meaningful measure of efficacy. The

effect of Prolia (denosumab) on overall survival remains unknown.

Prostate Cancer

*

For the treatment of bone loss in men with prostate cancer receiving androgen
deprivation therapy (ADT), the evidence for efficacy for Prolia (denosumab)
comes from a randomized, placebo-controlled trial in men with nonmetastatic
prostate cancer. [14]

Following two years of treatment, the lumbar spine BMD was higher in Prolia
(denosumab)-treated patients compared to placebo-treated patients. Prolia
(denosumab) also significantly reduced the incidence of new vertebral fractures
(a secondary endpoint) at three years.

In addition to Prolia (denosumab), there is evidence that pamidronate, zoledronic
acid, and alendronate increase BMD during ADT for prostate cancer.

There 1s no comparative evidence between bisphosphonates or Prolia
(denosumab) for prevention of osteoporosis due to hormone suppression in
patients with prostate cancer.

The National Comprehensive Cancer Network (NCCN) Prostate Cancer
guideline recognizes both Prolia (denosumab) and bisphosphonates (zoledronic
acid or alendronate) to increase bone density, a surrogate for fracture risk in men
without metastases receiving ADT. Treatment with any of these agents is
recommended when the absolute fracture risk warrants drug therapy, with no
preference for one agent over another.[15]

Breast Cancer

*

For the treatment of bone loss in women with breast cancer receiving adjuvant
aromatase inhibitor therapy, the evidence for efficacy for Prolia (denosumab)
comes from a randomized, placebo-controlled trial. 161 Following one year of
treatment, the lumbar spine BMD was higher in Prolia (denosumab)-treated
patients compared to placebo-treated patients.

Another study (ABCSG-18) evaluated the effects of Prolia (denosumab) relative

to placebo on time to first clinical fracture in postmenopausal, aromatase

inhibitor-treated patients with early-stage hormone receptor-positive breast

cancer. [171 Compared to placebo, patients treated with Prolia (denosumab) had a

significantly delayed time to first clinical fracture.

There is no evidence that that Prolia (denosumab) is superior to intravenous

bisphosphonates in the early breast cancer setting.

" Prolia (denosumab) has not been directly compared to any active
treatment, such as intravenous bisphosphonates, for the prevention of
skeletal fractures, delay of disease recurrence, or overall survival in
patients with early breast cancer.

. The ABCSG-18 study [17 evaluated the impact of Prolia (denosumab) on
disease-free survival (DFS) as a secondary endpoint in women with breast
cancer. These results were not reported with the original study
publication.
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Safety

. The intent-to-treat analysis of DFS showed an absolute difference

of 1.2% favoring Prolia (denosumab) compared to placebo, and

barely met the statistical significance threshold (p = 0.051). [18]

. Subsequently, the 5-year DFS was published, with an absolute

difference of 1.9% favoring Prolia (denosumab) compared to

placebo, and a DFS of 3.1% at 8 years. As noted in the publication,

despite statistical significance, the clinical utility of such a small

change in DFS is unknown.[19

o In the final protocol-defined analysis, at 8 years follow up, the

observed difference (1%) in overall survival (OS) between

treatment with Prolia (denosumab) compared to placebo was not
statistically significant (90.9% vs. 89.9%; HR 0.8; 95% CI 0.64-

1.01). 201

The NCCN Breast Cancer guideline recommends that women on adjuvant

aromatase inhibitor therapy should have monitoring of bone health with a BMD

determination at baseline and periodically thereafter. The use of a

bisphosphonate is generally the preferred intervention to improve BMD. [21]

- The most common side effects reported with Prolia (denosumab) include urinary tract

infection, upper respiratory tract infection, cataract, constipation, rash, sciatica, and

pain in the extremities. [17]

- Both bisphosphonates and Prolia (denosumab) have labeled warnings for risk of

osteonecrosis of the jaw (ONJ).

*

ONJ was first reported in patients with advanced cancer receiving high-dose

(monthly) bisphosphonate therapy. The incidence of ONdJ is much lower with

bisphosphonate therapy for osteoporosis (usually annual dosing). [22]

When compared to cancer patients receiving antiresorptive treatment, the risk of

ONJ for patients with osteoporosis exposed to antiresorptive medications is

about 100 times smaller. [23]

Based on the current data, the risk of developing ONJ among osteoporotic

patients exposed to bisphosphonates or Prolia (denosumab) is real but remains

very low. The risk for ONJ among patients treated with either zoledronic acid or

Prolia (denosumab) approximates the risk for ONJ of patients enrolled in placebo

groups. (23] There is no evidence to establish that Prolia (denosumab) has a lower

risk of ONJ, as compared to bisphosphonates (oral or injectable).

The risk versus benefit profile should be carefully considered for use of bone

resorptive agents [bisphosphonates or Prolia (denosumab)]. Poor baseline health

or dental procedures during treatment are known risk factors for ONdJ. Thus,

patients should be referred for dental evaluation before starting either agent.

- Because of potential safety concerns with long-term use of Prolia (denosumab), it

appears to have a less favorable risk versus benefit profile than bisphosphonates for the

prevention of osteoporosis.

- Prolia (denosumab) has a new black box warning for an increased risk of severe

hypocalcemia in patients with advanced kidney disease. Prolia (denosumab) has a risk
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evaluation and mitigation strategy (REMS) in place to ensure that this potential risk is

considered before use. [24]

- Prolia (denosumab) contains a warning for an increased risk of fracture following
discontinuation of Prolia (denosumab) treatment. Patients who discontinue Prolia

(denosumab) should be transitioned to an alternative antiresorptive therapy. Please note

that bisphosphonates (including intravenous zoledronic acid) and raloxifene are

available without pre-authorization and may be used to transition patients.

Appendix 1: Anabolic Bone medications

Medication Treatment course
teriparatide (Forteo ) 24 months
Evenity (romosozumab) 12 months
Tymlos (abaloparatide) 24 months

Cross References

Bone Density Studies rad2, Medical Policy Manual, TRGMPM — Radiology

Xgeva, denosumab, Medication Policy Manual, Policy No. dru393

Anabolic Bone Medications, Medication Policy Manual, Policy No. dru612

Codes

Number

Description

HCPCS

J0897

Injection, denosumab (Prolia, Xgeva) 1 mg
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Revision History

Revision Date | Revision Summary

9/19/2024 e Added additional criterion to define “very high risk” patients (T score <
- 3.0).

¢ Removed Bonsity brand name from criteria V.B. (teriparatide is not
marketed under this brand name any longer).

9/14/2023 e No criteria changes with this annual review.

9/23/2022 o Reworded criteria for operational clarity (no change to intent).

e Added criteria for coverage of “very-high risk of fracture,” despite
completion of a full course of an anabolic bone medication.

e Changed Bonsity to Bonsity/Teriparatide.

e Updated benefit coverage to either medical or pharmacy depending on
administration status.

10/15/2021 Updated criteria to bypass step therapy requirements for patients at very
high risk of fracture (T-score at or below -2.5 and a history of fragility
fracture, or multiple fragility fractures).

7/16/2021 Removed Site of Care Program requirement.
10/28/2020 e Added COT criteria.
e Revised definition of ineffectiveness for bisphosphonates.
10/23/2019 ¢ No changes to criteria.
e Drug holidays addressed in supporting statement.
10/19/2018 Clarified investigational uses.
07/20/2018 o C(larified intent of raloxifene step therapy (ineffective).
o Updated criteria with standard policy language (no changes to intent).
8/11/2017 Added raloxifene as an option for step therapy.
3/10/2017 Clarified use in combination with Forteo (teriparatide) is considered
investigational.
11/11/2016 Removed site of care language from the individual drug policy; however,

requirements still apply. Reference to Site of Care Review, dru408 is
provided as part of criterion IA.

10/21/2016 Clarified that both IV and oral bisphosphonates are contraindicated in
criterion B.2.c; however, the intent of this criterion has not changed.

3/11/2016 No criteria change.

Drug names identified in this policy are the trademarks of their respective owners.
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Independent licensees of the Blue Cross and Blue Shield Association

Medication Policy Manual Policy No: dru238
Topic: Yervoy, ipilimumab Date of Origin: May 13, 2011
Committee Approval Date: March 6, 2025 Next Review Date: 2025

Effective Date: May 1, 2025

IMPORTANT REMINDER
This Medication Policy has been developed through consideration of medical necessity,
generally accepted standards of medical practice, and review of medical literature and

government approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the
extent there are any conflicts between these guidelines and the contract language, the contract

language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise
their medical judgment in providing the most appropriate care.

Description

Yervoy (ipilimumab) is an intravenous immune therapy medication used as a monotherapy or in
combination with Opdivo (nivolumab) to treat certain types of cancers.

© 2025 Regence. All rights reserved.
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Policy/Criteria
Most contracts require pre-authorization approval of Yervoy (ipilimumab) prior to coverage.

I. Continuation of therapy (COT):

Yervoy (ipilimumab) may be considered medically necessary for COT when criterion A,
B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be
met:
1. The patient was established on therapy prior to current health plan

membership AND there is documentation that the medication was

covered by another health plan. Examples of documentation include the
coverage approval letter from the previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II1. New starts (treatment-naive patients):

Yervoy (ipilimumab) may be considered medically necessary when there is clinical

documentation (including, but not limited to chart notes) confirming that one of the

following criterion A through H below is met.

A. A diagnosis of melanoma, unresectable (stage III) or metastatic (stage 1V),
when Yervoy (ipilimumab) will be given in one of the following two treatment
settings (1 or 2):

1. Yervoy (ipilimumab) will be used as monotherapy.

OR

2. For use as combination therapy, both criteria below (a and b) are met:

a. Yervoy (ipilimumab) will be given in combination with Opdivo
(nivolumab).
© 2025 Regence. All rights reserved.
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OR

OR

OR

AND

b. No prior therapy with any of the following:
1. Yervoy (ipilimumab).
1i. PD-1/PD-L1 blocking antibody therapy (see Appendix 1).

A diagnosis of melanoma, resectable when criteria 1, 2, and 3 below are met:

1. Documentation of pathologic involvement of regional lymph nodes (stage
I1I).

AND

2. Yervoy (ipilimumab) is used as adjuvant treatment (after complete
surgical resection).

AND

3. Yervoy (ipilimumab) will be used as monotherapy.

A diagnosis of colorectal cancer (CRC), locally advanced or metastatic, when
criteria 1 through 4 below are met:

1. The tumor is microsatellite instability-high (MSI-H) or mismatch repair
deficient (AMMR) by immunohistochemistry (IHC) or polymerase chain
reaction (PCR) testing.

AND

2. There has been disease progression during or after prior therapy with a
fluoropyrimidine (e.g., fluorouracil, capecitabine), oxaliplatin, and
irinotecan, unless all are not tolerated or there is a documented medical
contraindication to each of the three options.

AND

3. No prior therapy with any of the following:
a. Yervoy (ipilimumab).
b. PD-1/PD-L1 blocking antibody therapy (see Appendix 1).

AND

4. Yervoy (ipilimumab) will be used in combination with Opdivo (nivolumab)

for a maximum of four doses.

A diagnosis of renal cell carcinoma (RCC), unresectable locally advanced or
metastatic, when criteria 1 through 4 below are met:

1. The disease is considered intermediate- or poor risk (see Appendix 2).
AND
2. There has been no prior systemic therapy in the advanced disease setting.
AND
3. No prior therapy with any of the following:

a. Yervoy (ipilimumab).

b. PD-1/PD-L1 blocking antibody therapy (see Appendix 1).
AND

© 2025 Regence. All rights reserved.

dru238.20

Page 3 of 19

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.

Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.



July 1, 2025

OR

OR

OR

4. Yervoy (ipilimumab) will be used in combination with Opdivo (nivolumab)
for a maximum of four doses.

A diagnosis of non-small cell lung cancer (NSCLC), advanced or metastatic,
when criteria 1, 2, and 3 below are met:
1. Yervoy (ipilimumab) is used in combination with Opdivo (nivolumab)
AND one of the following applies (a or b):
a. The tumor expresses PD-L1 (> 1%).

OR

b. Given in combination with two cycles of platinum-doublet
chemotherapy (regardless of PD-L1 status).

AND

2. No prior use of systemic anti-cancer therapy for advanced or metastatic
disease (used in the first-line setting).

AND

3. No prior therapy with any of the following:
a. Yervoy (ipilimumab).
b. PD-1/PD-L1 blocking antibody therapy (see Appendix 1).

A diagnosis of hepatocellular carcinoma (HCC) when criteria 1 through 4
below are met:

1. Confirmation of one of the following (a or b): [provider attestation]
a. Child-Pugh score of 5 to 6 (class A).
OR
b. Child-Pugh Class B AND good performance status (ECOG 0-1)
AND
2. There has been disease progression on, or intolerance to an HCC-active
oral tyrosine kinase inhibitor (TKI) [such as sorafenib (generic, Nexavar),
or Lenvima (lenvatinib)].
AND
3. Yervoy (ipilimumab) will be used in combination with Opdivo (nivolumab)
for a maximum of four doses.
AND
4. No prior therapy with any of the following:
a. Yervoy (ipilimumab).
b. PD-1/PD-L1 blocking antibody therapy (see Appendix 1).

A diagnosis of malignant pleural mesothelioma (MPM), unresectable, when
criteria 1, 2, and 3 below are met:

1. No prior use of systemic therapy for advanced disease.
AND
2. Yervoy (ipilimumab) is used in combination with Opdivo (nivolumab).
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OR

I11. Administration

A.

B.

AND

3. No prior therapy with any of the following:

a. Yervoy (ipilimumab).

b. PD-1/PD-L1 blocking antibody therapy (see Appendix 1).

A diagnosis of esophageal squamous cell carcinoma (ESCC), unresectable

advanced or metastatic, when criteria 1 through 5 below are met:

1. The patient is not a candidate for surgical resection or definitive

chemoradiotherapy (CRT).

AND

2. Yervoy (ipilimumab) will be used in combination with Opdivo (nivolumab).

AND

3. The tumor expresses PD-L1 (> 1%).

AND

4, Use in the first-line setting, with no prior systemic therapy in the
advanced disease setting.

AND

5. No prior therapy with any of the following:

a. Yervoy (ipilimumab).

b. PD-1/PD-L1 blocking antibody therapy (see Appendix 1).

uantity Limitations, and Authorization Period

Regence Pharmacy Services considers Yervoy (ipilimumab) coverable only under

the medical benefit (as a provider-administered medication).

When preauthorization is approved, Yervoy (ipilimumab) will be authorized as

follows:
1. As monotherapy (melanoma):
Dosing, as a
Diagnosis & Duration
monotherapy
Melanoma, Up to 10 mg/kg Until disease recurrence or for a maximum
resectable every 3 weeks for of 3 years.
(adjuvant) four doses, then up

to 10 mg/kg every
twelve weeks.

Unresectable Up to 3 mg/kg/dose
or metastatic [up to 600 billing
melanoma units per claim (600
mg)], for four doses.

Initial Authorization:

Up to four infusions (one treatment course),
or until disease progression.
Reauthorization:

Up to four additional infusions (maximum
of one additional treatment course) may be
authorized if there is documented disease
progression after an initial response to
Yervoy followed by at least 3 months of
disease stability.
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IV. Yervo

A.

B.

2. Combination therapy with Opdivo (nivolumab) or other medications:

Dosing, in combination with

Diagnosis Opdivo (nivolumab) Duration

CRC, RCC Up to 1 mg/kg/dose for four doses | One-time for a maximum of
with nivolumab (then nivolumab four infusions (one
monotherapy). treatment course), or until

HCC, Up to 3 mg/kg/dose for four doses | disease progression.

Unresectable or | with nivolumab (then nivolumab

metastatic monotherapy).

melanoma

ESCC, NSCLC*, | Up to 1 mg/kg/dose every 6 weeks | Until disease progression or

MPM with nivolumab. for a maximum of 2 years

(or 24 months).

*In NSCLC Yervoy (ipilimumab) is approved either in combination with Opdivo (nivolumab)
alone, or in combination with Opdivo (nivolumab) plus two cycles of chemotherapy. The Yervoy
(ipilimumab) dose is the same in either setting.

Authorization may be reviewed at least annually. Clinical documentation
(including, but not limited to chart notes) must be provided to confirm that
current medical necessity criteria are met, and that the medication is providing
clinical benefit, such as disease stability or improvement.

ipilimumab) is considered investigational when:

Infused for more than the dose-maximum listed above (including more than 4
doses for unresectable or metastatic melanoma, CRC, HCC, and RCC).

Used in combination with other anticancer medications other than those
specifically listed above, including but not limited to other immunotherapies and
targeted therapies.

Used as a neoadjuvant therapy (prior to surgical excision) for resectable
melanoma.

Used as adjuvant therapy (after surgical tumor excision) for resectable renal cell
carcinoma (RCC).

Used for all other conditions, including but not limited to:
. Breast cancer.

. Cervical cancer.

. Leukemia.

. Non-Hodgkin’s lymphoma.

. Ovarian cancer.

Pancreatic cancer.

.

1
2
3
4
5
6
7. Prostate cancer.

8. Sarcoma.

9. Small cell lung cancer.

10. Urothelial cancer.
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Position Statement

- Yervoy (ipilimumab) is a human cytotoxic T-lymphocyte antigen 4 (CTLA-4) blocking
antibody which is used in the treatment of melanoma, either alone or in combination with
Opdivo (nivolumab) for specific cancers.

- The intent of this policy is to cover Yervoy (ipilimumab) in settings where it has been
shown to be safe and effective, as detailed in the coverage criteria, with consideration for
other available treatment options.

* Where there is lack of proven additional benefit and/or lack of demonstrated health
outcome (such as overall survival or improved quality of life) relative to alternative
therapies, use of Yervoy (ipilimumab) alone or in combination with other therapies
1s not coverable (“not medically necessary” or “investigational”).

* It is important to note that the fact that a medication is FDA approved for a specific
indication does not, in itself, make the treatment medically reasonable and

necessary.

- Many of the clinical indications for immunotherapies (such as CTLA-4, PD-1, PD-L1,
and others) have been approved by the FDA and endorsed by clinical guidelines based on
surrogate measures such as overall tumor response rate (ORR) and progression-free
survival (PFS) which are not proven to accurately predict clinically important outcomes
such as improved overall survival or improved quality of life.

- National Comprehensive Cancer Network (NCCN) guidelines recommend Yervoy
(ipilimumab) as a potential option in each of the treatment settings listed in the coverage
criteria. In general, NCCN recommendations parallel the FDA approved indications.

- Yervoy (ipilimumab) is associated with severe and life-threatening immune-mediated
adverse reactions.

- Yervoy (ipilimumab) is given as an intravenous infusion over 30 to 90 minutes. It is
covered up to the maximum doses and durations listed in package labeling for the various
disease settings for which it is approved, as specified in the coverage criteria.

- Optimal sequencing of chemotherapy and immunotherapy in many cancers is unknown
or the data is evolving. At this time, sequential use of immunotherapies is not supported
by current evidence. Specifically, there is no evidence to support the sequential use of
different CTLA-4, PD-1/PD-L1 inhibitors once there is disease progression on prior
CTLA-4 therapy. Therefore, the use of sequential courses of CTLA-4 immunotherapy is
not coverable.

- There are ongoing studies using Yervoy (ipilimumab) in a variety of other cancers.
However, although initial evidence may be promising, the potential for clinical benefit in
these conditions is still being investigated.

Regence Pharmacy Services performs independent analyses of oncology medication
evidence, to establish coverability per the contracts with the health plan.

- Most contracts define coverability based on established clinical benefit in published,
peer-reviewed literature, along with consideration of regulatory status.
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- FDA approval does not in itself establish medical necessity, as unpublished, low-quality
evidence, including exploratory analyses and unvalidated surrogate endpoints, may be
used as the basis of approval. Regulatory approval may or may not reflect clinical benefit
relative to standard of care and the recommendations of expert clinical advisors such as
the Oncologic Drugs Advisory Committee (ODAC). FDA approvals generally do not
consider cost compared to established therapies, or value to members.

- Likewise, NCCN clinical practice guidelines assignment of a recommendation (category
1, 2a, or 2b) does not necessarily establish medically necessity. NCCN recommendations
are inconsistently supported by published, peer-reviewed literature and do not uniformly
consider value of new therapies relative to existing potentially higher-value treatment
options, considering effectiveness, safety, and cost.

- Medication coverage criteria are developed based on the ‘medical necessity’ assessment,
as described above.

Regence Pharmacy Services analysis and coverage policy may differ from FDA
labeled indication and/or NCCN clinical practice guidelines.

Clinical Efficacy
Cutaneous Melanoma

- Yervoy (ipilimumab) may be covered for treatment of advanced malignant cutaneous
melanoma that is unresectable or has metastasized to other areas, a setting where it has
been shown to improve overall survival relative to supportive care.

As monotherapy for advanced melanoma

- A large study evaluated the effects of Yervoy (ipilimumab) on overall survival (OS) in
patients with previously treated, unresectable, or metastatic melanoma. 1]

* The triple-arm study included 676 patients with unresectable or metastatic
melanoma who had received one or more prior treatments.

* The study compared Yervoy (ipilimumab) with a gp100 peptide vaccine (an
experimental immunotherapy used in the treatment of melanoma). gp100 peptide
vaccine has not been shown to impact OS in this population.

* Yervoy (ipilimumab) was administered in a dose of 3 mg/kg intravenously (IV)
every three weeks for a total of 4 doses (one treatment course).

* Patients in the study who received Yervoy (ipilimumab) had a median OS of
approximately 10 months, compared with a reported median OS of 6.4 months in
the vaccine-only arm. This is considered a clinically relevant improvement in OS.

* Limitations to the study included uncertain blinding and concealment of allocation,
and uncertainty as to whether the comparator (peptide vaccine) had any positive or
negative impact on study patients.

- Yervoy (ipilimumab) has not been compared with any other therapy for unresectable or
metastatic melanoma in patients who have had prior medication therapy for melanoma. (2]

- A second study compared Yervoy (ipilimumab) plus dacarbazine versus dacarbazine alone
in patients with unresectable or metastatic melanoma who had no prior medication

therapy. Bl
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* The study reported a median OS advantage of approximately 2 months in the
Yervoy (ipilimumab) treatment arm.

* There is low confidence in the results from the trial because of a very high
proportion of missing data (~35%) and the potential for confounding due to
additional therapies that were used after disease progression.

Combination with Opdivo (nivolumab) for advanced melanoma

- The use of Yervoy (ipilimumab) in combination with Opdivo (nivolumab) was studied in
one randomized, double-blind, triple-arm study included 945 patients with unresectable or

metastatic melanoma. 4

* Patients had not received prior systemic therapy for advanced disease, such as
Yervoy (ipilimumab) or a programmed death-1 (PD-1) inhibitor [Opdivo
(nivolumab), or Keytruda (pembrolizumab)].

* Patients were treated with Yervoy (ipilimumab) 3 mg/kg IV along with Opdivo
(nivolumab) 1 mg/kg IV every three weeks for four doses, followed by Opdivo
(nivolumab) 3 mg/kg IV every two weeks, until disease progression.

* Combination therapy improved median PFS by approximately 8.5 months relative
to monotherapy with either Yervoy (ipilimumab) or Opdivo (nivolumab) [11.5
months versus 2.9 months or 6.9 months, respectively]. The OS data was not yet
mature at the time this trial was published.

- There is interest in the use of Yervoy with other PD-1 inhibitors, such as pembrolizumab
(Keytruda). however, at this time, there is insufficient evidence to support the use of
Yervoy except as noted in the coverage criteria, as either a monotherapy, or in combination
with nivolumab (Opdivo). Use in combination with any other PD-1 inhibitor is considered
investigational. Yervoy (ipilimumab) has not been studied in combination with Keytruda
(pembrolizumab), another PD-1 inhibitor.

Adjuvant therapy for advanced melanoma

- The risk versus the potential benefit of high-dose Yervoy (ipilimumab) as an adjuvant
therapy for resectable cutaneous melanoma with pathologic involvement of regional
lymph nodes (stage III) is unclear. This regimen is poorly tolerated, and it is not known if
the toxicities of this therapy outweigh potential clinical benefit.

- A large, randomized, double-blind, trial evaluated Yervoy (ipilimumab) as an adjuvant
therapy in subjects with stage III, resectable cutaneous melanoma. [5:6]

* Subjects were diagnosed with histologically confirmed cutaneous melanoma that
was metastatic to the lymph nodes only and had complete excision of the cutaneous
lesion with good margins and a complete regional lymphadenectomy. Yervoy
(ipilimumab) 10 mg/kg (high-dose) was compared with placebo, each given IV every
three weeks for four doses, then every three months for a maximum of three years.

At a medium follow-up of 2.7 years, recurrence-free survival (RFS), the primary
endpoint, was improved in the Yervoy (ipilimumab) therapy arm relative to
placebo (26 months versus 17 months, respectively).
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* In an updated analysis, at a medium follow-up of 5.3 years, the rate of OS was
65.4% in the Yervoy (ipilimumab) group, as compared to 54.4% in the placebo
group (hazard ratio for death, 0.72; 95.1% CI, 0.58 to 0.88; P = 0.001).

* More than half of the subjects withdrew from the Yervoy (ipilimumab) treatment
arm due to adverse events versus only 4% in the placebo arm. Immune-related
adverse events of any grade occurred in 90% of patients in the Yervoy (ipilimumab)
group and 40% of patients in the placebo group. Immune-related adverse events of
grade 3 to 5 occurred in 43% of patients in the Yervoy (ipilimumab) treatment
group and in 3% of patients in the placebo group. Additionally, five patients in the
Yervoy (ipilimumab) arm died due to immune-mediated adverse events attributed
to treatment.

- Despite FDA approval, the small change in OS, high toxicity, and poor tolerability of high-
dose Yervoy (ipilimumab) observed in this study, it is unclear if the harms of this therapy
outweigh any potential clinical benefit when it is used as an adjuvant therapy after
complete resection of cutaneous melanoma and regional lymphadenectomy due to
pathologic involvement of regional lymph nodes. In addition, there are no studies
demonstrating the efficacy of Yervoy (ipilimumab) when used at a lower dose in the
adjuvant setting, or whether a potential clinical benefit at a lower dose will outweigh
toxicities.

Renal cell carcinoma (RCC)

- Yervoy (ipilimumab) initiated in combination with Opdivo (nivolumab) was approved in
untreated, intermediate- to high-risk, advanced RCC based on preliminary evidence
where it demonstrated a modest improvement in survival at 18 months relative to Sutent
(sunitinib). A large, randomized, open-label trial compared the combination of Yervoy
(ipilimumab) plus Opdivo (nivolumab) with Sutent (sunitinib) as initial therapy for
patients with intermediate- to poor risk, unresectable or metastatic RCC. [7]

* Yervoy (ipilimumab) was initiated with Opdivo (nivolumab) and was administered

for four doses total. Opdivo (nivolumab) was then continued as monotherapy until
disease progression.

The population included patients of favorable-, intermediate-, or poor-risk disease
based on the International Metastatic RCC Database Consortium (IMDC)
prognostic model; however, only patients with intermediate- or poor risk disease
were evaluated for efficacy.

* There was no statistical difference in progression-free survival (PFS) between the
two treatment groups.

* There was no difference in radiographic disease progression detected between the
two treatment groups. It is too soon to know if the absolute survival difference is
clinically relevant as median survival has not been met in either treatment group.
An interim analysis at 18 months demonstrated a survival benefit in the Yervoy
(ipilimumab) plus Opdivo (nivolumab) treatment arm relative to Sutent (sunitinib)
[HR 0.63 (99.8% CI: 0.44, 0.89)]. Median OS has not been reached in either group.

© 2025 Regence. All rights reserved.
dru238.20 Page 10 of 19

July 1,2025 These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage.
Preauthorization requirements are only valid for the month published. They may have changed from previous months and may change in future months.



* Potential areas of bias which may erode the reported survival difference between

the therapies include lack of blinding, and a high proportion of subjects who
stopped taking study medication who then crossed over to other therapies.

- It is not known how Yervoy (ipilimumab) plus Opdivo (nivolumab) compares with other
front-line therapy options. To date this combination has only been compared with Sutent
(sunitinib).

- It is too early to determine the overall net health benefit of Yervoy (ipilimumab) plus
Opdivo (nivolumab) in advanced RCC.

Hepatocellular carcinoma (HCC)

- Yervoy (ipilimumab) was approved in combination with Opdivo (nivolumab) for
advanced HCC after progression of disease on sorafenib based on a small, low-quality
study where it was found to shrink the size of tumors in about one out of three patients.
A small cohort of patients with advanced HCC who had progressed during or after
sorafenib therapy was evaluated in this low-quality, single-arm, open-label,
observational trial. 2]

* Yervoy (ipilimumab) was initiated with Opdivo (nivolumab) and was administered

for four doses total. Opdivo (nivolumab) was then continued as monotherapy until
disease progression.

* All patients in the trial had a Child-Pugh class of A5 or A6. Eighty percent had
extrahepatic spread of their disease. All enrolled patients had good performance
status (ECOG 0-1).

- Sixteen of 49 patients (33%) demonstrated a tumor response during the trial. Only 4
patients (8%) had a complete response. To date there is no evidence that it improves any
relevant clinical outcome (e.g., overall survival, quality of life, function, symptom control)
in this disease setting.

- The evidence for use of systemic anticancer therapy in Child-Pugh class B HCC is limited
to small numbers of patients across pivotal trials. All included patients had good
performance status (ECOG 0-1). Additionally, patients with Child-Pugh class C were not
included due to their poor performance status. Therefore, coverage of systemic therapies
for HCC is limited to patients with good performance status (ECOG 0-1).

Colorectal cancer (CRC)

- Yervoy (ipilimumab) was approved in combination with Opdivo (nivolumab) for patients
with mismatch repair deficient (AMMR) or microsatellite stability-high (MSI-H)
metastatic CRC based on a small, low-quality, single-arm cohort observational study
where it was found to shrink the size of tumors in about one out of two patients. [2]

* All of the patients enrolled in the trial had disease progression during or after prior

treatment with fluoropyrimidine-, oxaliplatin-, or irinotecan-based chemotherapy.

Yervoy (ipilimumab) was initiated with Opdivo (nivolumab) and was administered
for four doses total. Opdivo (nivolumab) was then continued as monotherapy until
disease progression.

All patients had microsatellite instability-high (MSI-H) or mismatch repair deficient
(dMMR) metastatic disease.
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Thirty-eight (46%) of 82 patients in the cohort had a tumor response during the trial.
Only three patients (3.7%) had a complete response.

To date there is no evidence that it improves any relevant clinical outcome (e.g., overall
survival, quality of life, function, symptom control) in this disease setting.

Non-small cell lung cancer (NSCLC)

Yervoy (ipilimumab) was approved in combination with Opdivo (nivolumab) as a front-line
therapy for patients with recurrent or metastatic NSCLC two different settings, based on
improved overall survival relative to platin-doublet chemotherapy:

* In patients with no known EGFR mutations or ALK translocations, regardless of
PD-L1 status when given with two cycles of platin-doublet chemotherapy.

In patients with no known EGFR mutations or ALK translocations, but whose
tumors expressed PD-L1 (> 1%).

Approval of Yervoy (ipilimumab) in combination with Opdivo (nivolumab) as a front-line
therapy in patients with metastatic NSCLC expressing PD-L1 (> 1%) is based on an open-
label trial that compared this immunotherapy regimen with platin-doublet chemotherapy.
[2,8]

* Patients had no known EGFR mutations or ALK translocations.

* Patients were given Yervoy (ipilimumab) every 6 weeks plus Opdivo (nivolumab)

every 2 weeks until disease progression, or up to two years in patients without
disease progression.

* The median OS was 17.1 months [95% CI: 15.0, 20.1] and 14.9 months [95% CI: 12.7,
16.7] in the Yervoy (ipilimumab) plus Opdivo (nivolumab) and platinum-doublet
chemotherapy treatment arms, respectively.

Approval of Yervoy (ipilimumab) in combination with Opdivo (nivolumab) as a front-line
therapy in patients with metastatic NSCLC regardless of PD-L1 status is based on an open-
label trial that compared this immunotherapy regimen plus two cycles of platin-based
chemotherapy with standard platin-doublet chemotherapy. [2

*

To be enrolled in the trial, patients could have no known EGFR mutations or ALK
translocations.

Patients were given Yervoy (ipilimumab) every 6 weeks plus Opdivo (nivolumab)
every 3 weeks in combination with two cycles of a platinum-doublet until disease
progression, or up to two years in patients without disease progression.

* The median OS was 14.1 months [95% CI: 13.2, 16.2] and 10.7 months [95% CI: 9.5,

12.5] in the Yervoy (ipilimumab) plus Opdivo (nivolumab) plus platin-doublet
chemotherapy, and platinum-doublet chemotherapy treatment arms, respectively.

Malignant pleural mesothelioma (MPM)

Yervoy (ipilimumab) was approved in combination with Opdivo (nivolumab) as a front-line
therapy for patients with unresectable MPM based on a large, open-label randomized
controlled trial (RCT) that demonstrated a four-month improvement in median OS relative
to platinum-based chemotherapy, the standard of care. [

* Patients were given Yervoy (ipilimumab) every 6 weeks [in combination with Opdivo

(nivolumab)] until disease progression, or up to two years in patients without disease
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progression.

The median OS was 18.1 months and 14.1 months in the Yervoy (ipilimumab)/
Opdivo (nivolumab) and chemotherapy treatment arms, respectively [HR 0.74 (95%
CI 0.61, 0.89); p = 0.002].

Esophageal Squamous Cell Carcinoma (ESCC)

Yervoy (ipilimumab) was approved in combination with Opdivo (nivolumab) as a potential
front-line therapy for unresectable advanced or metastatic ESCC based on a large
randomized, open-label trial that demonstrated a 2-month improvement in median OS
relative to standard front-line chemotherapy. [10 This is likely an overestimate of expected
survival benefit in the general population due to the following:

* The trial was enriched with patients whose tumors overexpressed PD-L1 (PD-L1 >
1%) and were therefore more likely to respond to this immunotherapy combination.
Subgroup analyses support this analysis as there was a 4.5-month improvement in
median OS relative to standard chemotherapy in the PD-L1 > 1% population;
however, there was no survival benefit relative to chemotherapy in the PD-LL1 < 1%
population. (Note: Forty-nine percent of the study population had PD-LI expression >
1%)

Only 16% of patients in the chemotherapy arm received a PD-(L)1 inhibitor after
disease progression. Follow-on therapy with a PD-(L)1 inhibitor is standard of care
in the US based on current guidelines. There are currently two PD-1 inhibitors
approved as monotherapy in the US for ESCC in the second-line setting (after
progression on chemotherapy).

Optimal sequencing of therapies in ESCC has not yet been determined.

CLINICAL GUIDELINES

The National Comprehensive Cancer Network (NCCN) melanoma guideline lists Yervoy
(ipilimumab), and Yervoy (ipilimumab) plus Opdivo (nivolumab) as a category 2A
recommendation as a second-line or subsequent therapy in patients with or without BRAF
V600 mutation positive melanoma. The use of Yervoy (ipilimumab) in combination with
Opdivo (nivolumab) is a category 1 recommendation in the first-line metastatic setting.

The NCCN gives high-dose Yervoy (ipilimumab) a category 2A recommendation in the
adjuvant treatment of stage III cutaneous melanoma where it may have use when there has
been prior exposure to anti-PD-1 therapy. [11]

The NCCN melanoma guideline includes a footnote indicating that re-induction with
Yervoy (ipilimumab) may be considered for select patients who experienced no significant
systemic toxicity during prior therapy and who relapse after initial clinical response or
progress after stable disease. [11.12]

For other cancers, the NCCN guideline lists the following: [11]

The combination of Yervoy (ipilimumab) plus Opdivo (nivolumab) among preferred
treatment options for first-line intermediate- to poor-risk, unresectable or metastatic RCC.
It is a category 2A recommendation for low-risk disease.

Yervoy (ipilimumab) in combination with Opdivo (nivolumab) as a treatment option for
microsatellite instability-high (MSI-H) or mismatch repair deficient (AMMR) metastatic
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CRC when disease has progressed after FOLFOX or CAPEOX.

Yervoy (ipilimumab) in combination with Opdivo (nivolumab) as a treatment option as a
subsequent-line therapy for HCC.

The combination of Yervoy (ipilimumab) and Opdivo (nivolumab) among preferred, front-
line regimens for MPM.

Yervoy (ipilimumab) in combination with Opdivo (nivolumab) as a treatment option ‘useful
in certain circumstances’ when the tumor expresses PD-L1. It is also listed as a category
2A ‘other’ recommendation as an initial therapy for metastatic NSCLC that does not
express PD-L1.

Yervoy (ipilimumab) plus Opdivo (nivolumab) is listed as a category 2A recommendation
among many potential front-line regimens for advanced ESCC. The guideline notes that
use should be limited to cases where there has been no tumor progression with prior
checkpoint inhibitor therapy.

INVESTIGATIONAL USES

Safety

Data to support the use of combination treatment with Yervoy (ipilimumab) and Opdivo
(nivolumab) for the treatment of small cell lung cancer (SCLC) is limited to a single phase
I/1I trial. Response rates were reported with the combination treatment in SCLC after
primary therapy, but not overall survival. Combination treatment with Yervoy
(ipilimumab) and Opdivo (nivolumab) have not been shown to be superior to many
available alternative therapies in patients with SCLC. Larger, well-designed, randomized,
controlled trials are needed to confirm preliminary results. [13]

Yervoy (ipilimumab) demonstrated some antitumor activity in small trials in patients with
non-Hodgkin Lymphoma, and sarcoma. Larger, well-controlled clinical trials in these
settings are needed to confirm clinical benefit. [14-16]

Yervoy (ipilimumab) failed to demonstrate any clinical benefit in castration-resistant
prostate cancer (as monotherapy) and small cell lung cancer (in combination with cytotoxic
chemotherapy) in two large, phase 3 trials. [17.18]

There is interest in using Yervoy (ipilimumab) in the neoadjuvant melanoma setting;
however, evidence to date is preliminary and hypothesis generating. A phase 3
randomized, comparative trial is needed to determine if neoadjuvant therapy confers any
additional benefit over standard current therapies (e.g., adjuvant immunotherapies).

A randomized, double-blind, placebo-controlled trial (CheckMate 914) evaluated the
combination of Opdivo (nivolumab) and Yervoy (ipilimumab) as an adjuvant therapy for
patients with resectable renal cell carcinoma (RCC) who were at high risk of relapse. No
difference in relapse-free survival (RFS) was detected between the treatment and placebo
groups. The number of deaths was similar in each treatment arm; however, OS data is not
yet mature. [19]

The most common adverse effects (AEs) reported with Yervoy (ipilimumab) include
fatigue, diarrhea, pruritus, rash, and colitis. Additional common AEs observed at the
higher, 10 mg/kg dose, include nausea, vomiting, headache, weight loss, pyrexia, decreased

appetite, and insomnia. Yervoy (ipilimumab) carries a boxed warning for severe immune-
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mediated adverse reactions including immune-mediated hepatitis and endocrinopathies.
For severe reactions, the prescribing information recommends Yervoy (ipilimumab) be
permanently discontinued. For moderate reactions, the prescribing information states the
dose of Yervoy (ipilimumab) should not be given and systemic corticosteroids are

recommended. [2]

Dosing Considerations

Dosing and administration vary based on the setting in which Yervoy (ipilimumab) is
used. Consult package labeling for details. [2]

High-dose (10 mg/kg IV every three weeks) Yervoy (ipilimumab), which is approved for
adjuvant use in patients with stage 3 melanoma, is poorly tolerated. [12]

The evidence for retreatment with ipilimumab when there is disease progression after

initial response in patients with advanced melanoma is based on low-quality evidence.
[12,20,21]

* Patients in these observational studies were retreated with up to an additional
four doses (one treatment course) of ipilimumab after disease progression.

* Approximately half were able to achieve a temporary response to the additional
treatment course. Most of the responders achieved stable disease; however, some
patients had a partial response, and a few had a complete response.

* It 1s not known if retreatment improves any clinical outcome such as improved

survival or quality of life.

Appendices

Appendix 1:

FDA- approved PD-1 and PD-L1 blocking monoclonal antibody therapies 2

Programmed death receptor-1 (PD-1) inhibitors

Jemperli (dostarlimab)

Keytruda (pembrolizumab)

Libtayo (cemiplimab-rwlc)

Logtorzi (toripalimab)

Opdivo (nivolumab), Opdivo Qvantig (nivolumab-hyaluronidase-nvhy)

Tevimbra (tislelizumab)

Zynyz (retifanlimab)

Programmed death-ligand 1 (PD-L1) inhibitor

Bavencio (avelumab)

Imfinzi (durvalumab)

Tecentriq (atezolizumab), Tecentriq Hybreza (atezolizumab- hyaluronidase-tqjs)

a Or as listed on the FDA.gov website. Several PD-1s are in the drug development pipeline. This is a list of the
PD-1 inhibitors FDA-approved in the US at the time this policy was approved.
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Appendix 2:

International Metastatic Renal Cell Carcinoma Database Consortium (IMDC)
Prognostic Model [7]

Number of Risk Factors Expected Outcome

0 Low risk, with good prognosis
lor2 Intermediate risk

3 or more Poor risk

Risk factors: (predicators of shortened survival)

e Serum hemoglobin < lower limit of normal

o Corrected serum calcium > upper limit of normal

e Karnofsky performance status score < 80% (not capable of caring for self, or normal activity
or work)

e Time from initial diagnosis to initiation of treatment of < 1 year

e Absolute neutrophil count > upper limit of normal

e Platelets > upper limit of normal

Cross References
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Revision History

Revision Date | Revision Summary

3/6/2025 Updated coverage criteria for hepatocellular carcinoma to include Child-
Pugh B with good performance status (ECOG 0-1).

6/20/2024 No changes to coverage criteria with this annual review.

12/7/2023 Fixed typo in criterion E1. No change to intent of policy.

9/14/2023 e Clarification of criteria wording to align with associated policies.

Specifically, indications in which Yervoy (ipilimumab) is used in
combination with Opdivo (nivolumab), no change to intent.

e Adjuvant use of Yervoy (ipilimumab) in resectable renal cell carcinoma
(RCC) was added as investigational based on a failed phase 3 study in this
setting.

9/23/2022 e Added coverage criteria for Yervoy (ipilimumab) as a combination therapy
with Opdivo (nivolumab) for first-line treatment of ESCC based on new
evidence and a new FDA indication.

e Added quantity limits for Yervoy (ipilimumab) when used in ESCC.

e Added neoadjuvant (prior to surgical resection) use of Yervoy
(ipilimumab), either alone or in combination with other medications, as
investigational. There is insufficient evidence to support this use

currently.
10/15/2021 No changes to coverage criteria with this annual update.
7/16/2021 Updated criteria and quantity limits for advanced melanoma to allow for one

additional treatment course (up to four additional ipilimumab infusions) in
cases where disease has advanced three or more months after response to
initial treatment.

4/21/2021 ¢ Added coverage criteria for malignant pleural mesothelioma.

¢ Clarification of criteria wording to align with associated policies (no
change to intent).

¢ Updated the QLL language to include HCC and MPM.

¢ Updated ‘Investigational uses’ (added HCC to the indications list for more
than 4 doses as being investigational. This was an oversight from a
previous update).

10/28/2020 No changes to coverage criteria with this annual update.

7/22/2020 ¢ Added coverage criteria for use in advanced hepatocellular carcinoma.
¢ Added coverage criteria for use in front-line metastatic NSCLC.

e Updated quantity limitations for new indications.

e Updated ‘Investigational uses’ (removed NSCLC).

10/23/2019 Kidney cancer (renal cell carcinoma) was removed from the list of
‘Investigational’ conditions (oversight from prior update). No other changes
to criteria or intent.
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Revision Date | Revision Summary

8/17/2018 e Added coverage criteria for use in advanced RCC and metastatic CRC.

e Updated the list of ‘investigational uses’ (added SCLC).

e Updated the ‘Administration, Quantity Limitations, and Authorization
Period’ section to include the new indications and clarified duration of
coverage for use in adjuvant melanoma.

10/13/2017 Added coverage criteria for adjuvant use in resectable cutaneous melanoma
when there is pathologic involvement of regional lymph nodes (stage III).

5/13/2016 ¢ Added adjuvant use of high-dose (10 mg/kg) Yervoy (ipilimumab) for
resectable cutaneous melanoma when there is pathologic regional lymph
node involvement as not medically necessary. This is a newly approved
FDA-labeled use.

e Updated guideline recommendations, added newly published evidence, and
updated Appendices.

12/11/2015 ¢ Added policy coverage criteria for the use in combination with Opdivo.
¢ Clarified that dose is 3 mg/kg.

¢ Add Appendix 1, with a list of available PD1s.

¢ Add Appendix 3, with a list of other targeted therapies for melanoma.

Drug names identified in this policy are the trademarks of their respective owners.
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Independent licensees of the Blue Cross and Blue Shield Association

Medication Policy Manual Policy No: dru264
Topic: Adcetris, brentuximab vedotin Date of Origin: November 11, 2011
Committee Approval Date: March 6, 2025 Next Review Date: 2026

Effective Date: May 1, 2025

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity,
generally accepted standards of medical practice, and review of medical literature and

government approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract

language will control.

The purpose of Medication Policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise
their medical judgment in providing the most appropriate care.

Description
Adcetris (brentuximab vedotin) is an intravenously administered medication used in the
treatment of certain lymphomas (Hodgkin lymphoma and several types of rare non-Hodgkin

lymphomas).
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Policy/Criteria

Most contracts require pre-authorization approval of Adcetris (brentuximab vedotin) prior to

coverage.
I. Continuation of therapy (COT): Adcetris (brentuximab vedotin) may be considered
medically necessary for COT when criterion A, B, or C below is met.
A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be
met:
1. The patient was established on therapy prior to current health plan

membership AND there is documentation that the medication was

covered by another health plan. Examples of documentation include the
coverage approval letter from the previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II. New starts (treatment-naive patients): Adcetris (brentuximab vedotin) may be considered

medically necessary when there is clinical documentation (including, but not limited to
chart notes) that one of the following criterion A, B, C, or D below is met:

A. A diagnosis of classical Hodgkin lymphoma (cHL) when at least one of the
criteria 1, 2, or 3 below are met:

1. A diagnosis of previously untreated cHL and both criteria below (a and b)

are met:

a. One of the following criteria (i or i1) below are met:
i. Advanced stage cHL (stage III or IV)
OR
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OR

OR

OR

OR

ii. High-risk cHL, defined as stage IIB with bulk disease,
stage IIIB, stage IVA, or stage IVB.

AND
b. Both of the following criteria (i and ii) below are met:
i. The patient has not received prior chemotherapy or
radiotherapy.
AND
ii. Adcetris (brentuximab vedotin) will be administered with

cytotoxic chemotherapy, such as AVD (doxorubicin,
vinblastine, and dacarbazine) or AVE-PC (doxorubicin,
vincristine, etoposide, prednisone, and cyclophosphamide).

A diagnosis of relapsed/refractory cHL, as defined by one of the following

criterion (a or b) below:

a. An autologous stem cell transplant (ASCT) for cHL has not been
successful.

OR

b. A minimum of two prior multi-agent chemotherapy regimens for

cHL were not effective or were not tolerated.

Adcetris (brentuximab vedotin) will be used as post-ASCT consolidation

therapy for cHL AND the patient is at high risk of relapse or progression
as defined by one of the following three high-risk categories (a, b, or c):

a. Primary refractory cHL (i.e., failure to achieve complete remission
following initial frontline therapy).

OR

b. Relapsed cHL with an initial remission duration of less than 12
months.

OR

c. Presence of extranodal involvement (e.g., chest wall, bone, lung,
liver).

A diagnosis of one of the following subtypes of CD30-expressing peripheral T-
cell lymphoma (PTCL):

1.
2.
3.

Systemic anaplastic large cell lymphoma (sALCL).
Peripheral T-cell lymphoma (PTCL), not otherwise specified (NOS).
Angioimmunoblastic T-cell lymphoma (AITL).

A diagnosis of primary cutaneous anaplastic large cell lymphoma
(pcALCL) with multifocal lesions.
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OR

D. A diagnosis of CD30-expressing mycosis fungoides (MF) when at least one
prior systemic therapy has not been effective or was not tolerated.

III.  Administration, Quantity Limitations, and Authorization Period:

A. Regence Pharmacy Services considers Adcetris (brentuximab vedotin) coverable
only under the medical benefit (as a provider-administered medication).

B. When pre-authorization is approved, Adcetris (brentuximab vedotin) will be
authorized in the following quantities:

1. Classical Hodgkin lymphoma (cHL):
a. Previously untreated high-risk or advanced stage:
i. Adult: Doses up to 120 mg every two weeks for a treatment

course of up to 12 infusions.

ii. Pediatric: Doses up to 180 mg every three weeks for a
treatment course of up to 5 infusions.

b. Consolidation (post ASCT): Doses up to 180 mg every three
weeks for a treatment course of up to 16 infusions
c. Relapsed/refractory disease: Doses up to 180 mg every three
weeks until disease progression.
2. For the following subtypes of CD30-expressing peripheral T-cell
lymphoma: sALCL, PTCL NOS, and AITL:
a. Previously untreated disease: Doses up to a maximum of 180

mg every three weeks for a treatment course of up to 8 infusions.

b. Relapsed disease: Doses up to 180 mg every three weeks until
disease progression.

3. Primary cutaneous anaplastic large cell lymphoma (pcALCL):
Doses up to 180 mg every three weeks for a treatment course of up to 16
infusions.

4. CD30-expressing mycoses fungoides (MF): Doses up to 180 mg every

three weeks for a treatment course of up to 16 infusions.
C. Authorization period:
1. Classical Hodgkin lymphoma (cHL):

a. Previously untreated stage III or IV, and consolidation
(post ASCT): No additional doses beyond the maximum number
of doses stated above will be authorized.

b. Relapsed/refractory disease: Authorization may be reviewed at
least annually. Clinical documentation (including, but not limited
to chart notes) must be provided to confirm that current medical
necessity criteria are met, and that the medication is providing
clinical benefit, such as disease stability or improvement.
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2. For the following subtypes of CD30-expressing peripheral T-cell
lymphoma: sALCL, PTCL NOS, and AITL:

a. Previously untreated disease: No additional doses beyond the
maximum number of doses stated above will be authorized.

b. Relapsed disease: Authorization may be reviewed at least
annually. Clinical documentation (including, but not limited to
chart notes) must be provided to confirm that current medical
necessity criteria are met, and that the medication is providing
clinical benefit, such as disease stability or improvement.

3. Primary cutaneous anaplastic large cell lymphoma (pcALCL): No
additional doses beyond the maximum number of doses stated above will
be authorized.

4. CD30-expressing mycoses fungoides (MF): No additional doses
beyond the maximum number of doses stated above will be authorized.

IV. Use of Adcetris (brentuximab vedotin) beyond one treatment course, as defined above is
considered investigational. Additionally, Adcetris (brentuximab vedotin) is considered
investigational when used for all other conditions.

Position Statement

- Adcetris (brentuximab vedotin) is a medication that combines the action of an antibody
with chemotherapy (an antibody-drug conjugate). It is directed against CD30, a cell
membrane protein associated with certain types of lymphoma.

- Adcetris (brentuximab vedotin) is approved for use in several classical Hodgkin
lymphoma (cHL) settings, relapsed systemic anaplastic large cell lymphoma (sALCL),
and relapsed primary cutaneous anaplastic large cell lymphoma (pcALCL) or CD30-

expressing mycosis fungoides (MF). It is given via intravenous infusion over 30 minutes.

- In cHL, Adcetris (brentuximab vedotin) has been studied in the following populations:

*

In patients with advanced or high-risk (stage IIB, III, or IV) disease as an initial
therapy when given as a component of a chemotherapy regimen.

As consolidation therapy following autologous stem cell transplant (ASCT) in the
following high-risk patient populations: those with primary refractory Hodgkin’s
lymphoma (failure to achieve complete remission), relapsed Hodgkin’s lymphoma
with an initial remission duration of less than 12 months, or extranodal
involvement at the start of pre-transplantation salvage chemotherapy.

In patients with relapsed or refractory cHL who received a median of five prior
therapies including ASCT.

- Several clinical trials have also evaluated Adcetris (brentuximab vedotin) in rare
subtypes of CD30-expressing non-Hodgkin lymphomas, including systemic anaplastic
large cell lymphoma (sALCL), primary cutaneous anaplastic large cell lymphoma
(pcALCL), angioimmunoblastic T-cell lymphoma (AITL), peripheral T-cell lymphoma not
otherwise specified (PTCL-NOS), and relapsed mycoses fungoides (MF).
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The evidence for Adcetris (brentuximab vedotin) is generally of low quality. Efficacy is
based on response rates and progression-free survival. These surrogate endpoints have
not been shown to correlate with improved survival or quality of life.

The NCCN Hodgkin lymphoma guideline lists Adcetris (brentuximab vedotin) as a
potential therapy for most of its labeled indications.

The NCCN T-cell lymphomas guideline lists Adcetris (brentuximab vedotin) as the sole
preferred, category 1 recommendation for primary treatment of pcALCL with multifocal
lesions. It is listed among recommended options for other rare, CD30-expressing non-
Hodgkin lymphomas including PTCL-NOS, AITL, relapsed ALCL, and relapsed MF.

The most common adverse effects reported with Adcetris (brentuximab vedotin) include
bone marrow depression, severe peripheral sensory neuropathy, infusion reactions, and
risk of infection were reported in clinical trials. Peripheral neuropathy may persist after
Adcetris (brentuximab vedotin) is discontinued.

There is no evidence to support more than one treatment course of Adcetris (brentuximab
vedotin), or continuation of therapy after disease progression. In addition, use of Adcetris
(brentuximab vedotin) multiple disease settings within the same patient has not been
studied. For example, if a patient receives a treatment course in the front-line setting, its
use in a subsequent treatment setting (e.g., after relapse) has not been studied.

There is interest in using Adcetris (brentuximab vedotin) in other types of cancers where
CD30 may be expressed as well as in additional cHL settings; however, there is currently
not sufficient evidence to support coverage outside of the clinical settings listed above.

Regence Pharmacy Services performs independent analyses of oncology medication

evidence, to establish coverability per the contracts with the health plan.

Most contracts define coverability based on established clinical benefit in published,
peer-reviewed literature, along with consideration of regulatory status.

FDA approval does not in itself establish medical necessity, as unpublished, low-quality
evidence, including exploratory analyses and unvalidated surrogate endpoints, may be
used as the basis of approval. Regulatory approval may or may not reflect clinical benefit
relative to standard of care and the recommendations of expert clinical advisors such as
the Oncologic Drugs Advisory Committee (ODAC). FDA approvals generally do not
consider cost compared to established therapies, or value to members.

Likewise, NCCN clinical practice guidelines assignment of a recommendation (category
1, 2a, or 2b) does not necessarily establish medically necessity. NCCN recommendations
are inconsistently supported by published, peer-reviewed literature and do not uniformly
consider value of new therapies relative to existing potentially higher-value treatment
options, considering effectiveness, safety, and cost.

Medication coverage criteria are developed based on the ‘medical necessity’ assessment,
as described above.

Regence Pharmacy Services analysis and coverage policy may differ from FDA

labeled indication and/or NCCN clinical practice guidelines.

Clinical Efficacy
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CLASSICAL HODGKIN LYMPHOMA (cHL)
Relapsed/refractory cHL after ASCT:

- A phase 2, single-arm trial evaluated the efficacy of Adcetris (brentuximab vedotin) in
102 subjects with Hodgkin lymphoma that was refractory to or relapsed following
autologous stem cell transplantation (ASCT). [1]

* The study reported overall response rates of 75% in this population.

* Overall response rates have not been correlated with clinically meaningful

outcomes (e.g., overall survival, quality of life) in this condition.

- It is not known how Adcetris (brentuximab vedotin) compares with cytotoxic
chemotherapy in the treatment of relapsed/refractory Hodgkin Lymphoma. There is no
evidence that compares Adcetris (brentuximab vedotin) with any other therapy in this
setting, including best supportive care.

- The National Comprehensive Cancer Network (NCCN) guideline for Hodgkin lymphoma
lists Adcetris (brentuximab vedotin) as an option for patients with relapsed or refractory
disease (after a failed ASCT or when at least two prior multi-agent chemo-therapy
regimens have not been effective). Several multi-agent chemotherapy regimens are also
listed as recommended treatment options (see Appendix I). (2]

As consolidation therapy after ASCT:

- A published, phase 3 randomized controlled trial in 329 patients evaluated the efficacy
of Adcetris (brentuximab vedotin) versus placebo as a consolidation therapy following
ASCT in patients with Hodgkin lymphoma at high risk for relapse or progression. (2l

* Patients considered being at high risk for relapse or progression included

patients with primary refractory primary refractory Hodgkin’s lymphoma
(failure to achieve complete remission), relapsed Hodgkin’s lymphoma with
initial remission duration of less than 12 months, or extranodal involvement at

the start of pre-transplantation salvage chemotherapy.

The primary endpoint was progression-free survival (PFS), with secondary
endpoints focused on overall survival (OS) and safety.

The majority (60%) of patients in the trial were refractory to frontline therapy
and all patients were required to have obtained a complete remission (CR),
partial remission (PR), or stable disease (SD) to salvage therapy prior to ASCT.

The median PFS with Adcetris (brentuximab vedotin) was 42.9 months compared
to 24.1 months for placebo.

At the time of the interim analysis, there was no statistically significant
difference in OS between groups. This endpoint was potentially confounded by
crossover, as 85% of patients in the placebo arm received Adcetris (brentuximab
vedotin) when the trial was unblinded.

PFS has not been correlated with clinically meaningful outcomes (e.g., overall
survival, quality of life) in this condition.

- NCCN lists Adcetris (brentuximab vedotin) as an option for consolidation therapy following
ASCT in patients at high risk for relapse or progression. Several multi-agent chemotherapy
regimens are also listed as recommended treatment options (see Appendix 1). [2]
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Previously untreated cHL (first-line):

A large, open-label RCT (ECHELON-1) compared standard chemotherapy (ABVD;
doxorubicin, bleomycin, vinblastine, and dacarbazine) with Adcetris (brentuximab
vedotin) plus chemotherapy (A-AVD; as above minus bleomycin) in adult patients with
previously untreated, advanced stage (stage III or IV) cHL. 4

* In an initial assessment, the 2-year PFS (independent assessors) was reported as

77.2% and 82.1%, respectively. There was no statistically significant OS
difference noted (2-year OS of 94.9% vs 96.6%, respectively; p = NS).

* Subsequently, a 6-year follow-up reported overall survival estimates of 93.9%
with A-AVD and 89.4% with ABVD [HR 0.59; (95% CI: 0.40, 0.88); p=0.009]. [5
* The relative survival advantage for A-AVD is not robust as there may have been

confounding factors that impacted the results such as differences in follow-on
therapies. Median OS data is not yet mature.

* A significant increase in fever and neutropenia, some cases of which were fatal,
was reported in the Adcetris (brentuximab vedotin) treatment arm.

* Approximately 1.5% of subjects in the ABVD arm died of pulmonary toxicity; the
ECHELON-1 trial did not utilize PET-adjusted chemotherapy nor did the
protocol specify regular monitoring of study subjects for pulmonary toxicity. The
magnitude of the benefit associated with Adcetris (brentuximab vedotin)
compared to current standards of care in the US is not clear.

* Subgroup analyses showed inconsistent benefit. There was no OS benefit in
subjects with lower risk (Stage III or IPS 0-1) disease; it is unclear if Adcetris
(brentuximab vedotin) is potentially inferior to PET-adjusted ABVD in these
patients.

NCCN guidelines for adult Hodgkin lymphoma recommend PET-adjusted ABVD or A-
AVD (if neuropathy not present) as potential treatment options in the first line setting.
Adcetris (brentuximab vedotin) has not been compared to PET-adjusted chemotherapy
such as ABVD followed by AVD for patients with Deauville 1-3 or e BEACOPP for
patients with Deauville 4-5. The comparative efficacy of Adcetris (brentuximab vedotin)
+ AVD to PET-adjusted chemotherapy with ABVD is not known.[2]

Subsequently, a large, open-label, active-control RCT (AHOD1331) compared standard

chemotherapy (ABVE-PC; doxorubicin, bleomycin, vinblastine, etoposide, prednisone,

and cyclophosphamide) with Adcetris (brentuximab vedotin) plus chemotherapy (Bv-

AVEPC; as above minus bleomycin) in pediatric patients with previously untreated,

high-risk cHL (n=600). (6]

* High-risk was defined as Ann Arbor Stage IIB with bulk disease, Stage IIIB,
Stage IVA, and Stage IVB.

* The primary endpoint of event free survival (EFS) was 92.1% with Bv-AVEPC vs.
82.5% ABVE-PC (p<0.001).
* Secondary safety and overall survival (OS) endpoints were not statistically

significantly different between the groups. Subjects had similar use of radiation
therapy, and same frequency of toxicities. OS at 3 years was 99.3% (95% CI, 97.3
to 99.8) with Bv-AVEPC vs 98.5% (95% CI, 96.0 to 99.4) with ABVE-PC.

© 2025 Regence. All rights reserved.
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- NCCN guidelines for pediatric Hodgkin lymphoma list PET-adjusted regimens of Bv-
AVEPC and OEPA (vinblastine, etoposide, prednisone, and doxorubicin) as preferred
(category 1) treatment options in the first line setting for high-risk disease. Both
regimens have FDG-PET response-based use of ISRT, modified based on response to
initial cycles of chemotherapy. The comparative efficacy of Adcetris (brentuximab
vedotin) + AVEPC to OEPA is not known.[2!

OTHER cHL TREATMENT SETTINGS

- There is interest in using Adcetris (brentuximab vedotin) as a front-line option in older
patients (> 60 years of age) with Hodgkin lymphoma who may be unable to tolerate
conventional combination chemotherapy. Although initial findings appear promising,
larger, well-controlled trials are needed to confirm the results. [7]

- The NCCN Hodgkin lymphoma guideline lists Adcetris (brentuximab vedotin) among a
list of several potential second-line therapies for relapsed or refractory cHL. The
evidence for use earlier in therapy is based on small, non-comparative (single-arm) trials

that report overall response rates (ORR) as a surrogate endpoint.

* A small, single-arm study conducted by Younis, et al. evaluated ORR in patients

who received Adcetris (brentuximab vedotin) monotherapy for confirmed CD30-
positive cHL: who had relapsed or refractory disease after an autologous stem cell
transplant (auto-SCT). The number of prior therapies (excluding the auto-SCT)
ranged from one to thirteen, with a median of 3.5. Forty-two percent of patients
had disease that was refractory to the most recent cHL therapy. The ORR in this
study was reported as 75%. (8]

A second, small, single-arm, phase 1/2, multi-cohort study conducted by O’Connor,
et al. evaluated safety (primary endpoint) and ORR (secondary endpoint) in
patients with CD30-positive relapsed or refractory cHL. Thirty-seven patients
entered the phase 2 (efficacy) portion of the study and received a combination of
Adcetris (brentuximab vedotin) and bendamustine. Patients had at least one prior
cHL therapy, with no upper limit for the total number of prior therapies. The
median number of prior therapies was not reported; however, the population was
described as being heavily pretreated and 78% of the population was reported to
have received prior platinum-based therapy in the second- or subsequent-line
setting. The ORR in this study was reported as 78%. [

- There is also interest in using Adcetris (brentuximab vedotin) for cHL in combination with
Opdivo (nivolumab). Available published evidence is based on two, small, single-arm,
observational trials.

* Preliminary results from a study of 60 patients with relapsed or refractory cHL
suggest complete remission rates that are similar to complete remission rates
reported with second-line salvage chemotherapy. The durability of effect with this
combination is not yet known. [10]

*

A second study in 46 previously untreated patients with cHL with a mean age of
71.5 years and who were considered unsuitable for standard chemotherapy (ABVD)
was closed early because it did not meet predefined efficacy parameters. [11]
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CD30-EXPRESSING PERIPHERAL T-CELL LYMPHOMAS (PTCL)

A multicenter, double-blind RCT [ECHELON-2 study] evaluated Adcetris (brentuximab
vedotin) in patients with several subtypes of CD30-expressing peripheral T-cell
lymphomas (PTCLs). [12.13]

* The trial compared the addition of Adcetris (brentuximab vedotin) to a backbone
regimen of CHOP chemotherapy, to CHOP chemotherapy plus placebo.

Subjects enrolled in the trial had CD30-expresssion of at least 10% per immuno-
histochemistry.

* The trial included the following subtypes of PTCL:
. Systemic anaplastic large cell lymphoma (sALCL) [70%]
] PTCL, not otherwise specified [16%]
. Angioimmunoblastic T-cell lymphoma [12%]
. Adult T-cell leukemia/lymphoma [2%]
- Enteropathy-associated T-cell lymphoma [< 1%)]

The efficacy was driven by the population with sALCL. There were too few
subjects with adult T-cell leukemia/lymphoma and enteropathy-associated T-cell
lymphoma to draw any conclusions regarding potential efficacy.

* This trial excluded subjects with primary cutaneous ALCL (pcALCL).

Median PFS, the primary endpoint, was significantly longer in the brentuximab
vedotin (Adcetris) versus the placebo arm of the trial. Median OS has not been
reached in either treatment arm.

A phase 2, single-arm trial evaluated the efficacy of Adcetris (brentuximab vedotin) in 58
subjects with systemic ALCL that was refractory to or relapsed following at least one
multi-agent chemotherapy regimen. [14]

* The study reported overall response rates of 86% in this population.

* Overall response rates have not been correlated with clinically meaningful

outcomes (e.g., overall survival, quality of life) in this condition.

The NCCN T-cell lymphomas guideline lists Adcetris (brentuximab vedotin) among
several recommended treatment options for certain rare, CD30-expressing non-Hodgkin
lymphomas including PTCL-NOS, AITL, and relapsed ALCL. 2]

PRIMARY CUTANEOUS ALCL AND CD30-EXPRESSING MYCOSIS FUNGOIDES

A small, open-label RCT compared Adcetris (brentuximab vedotin) with physician’s
choice of methotrexate or Targretin (bexarotene) in patients with either primary
cutaneous anaplastic large cell lymphoma (pcALCL) or CD30-expressing mycosis
fungoides (MF). [12]

* Patients enrolled in the trial had relapsed or refractory disease with a median of

two prior systemic therapies.

The therapies were evaluated based on their ability to achieve an objective
response that lasted at least 4 months (ORR4). Patients in the Adcetris
(brentuximab vedotin) and physician’s choice of therapy arms had on ORR4 of
56.3% and 12.5%, respectively.
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* ORR4 is a surrogate endpoint and has not been shown to predict improvement in

survival in clinically relevant outcomes, such as OS and quality of life.

The NCCN T-cell lymphomas guideline lists Adcetris (brentuximab vedotin) as a
preferred regimen (category 1) for pcALCL when multifocal lesions are present. 21 It is
listed among potential recommended treatment options for CD30-expressing MF. [2

USE IN OTHER CONDITIONS

A small, phase 1/2, observational trial evaluated tumor response rates in a mixed
population of 29 subjects with various CD30-positive B-cell lymphomas. [15]

* Patients in the trial were given six cycles of Adcetris (brentuximab vedotin) in
combination with rituximab, cyclophosphamide, doxorubicin, and prednisone.

* The population included 22 subjects with primary mediastinal B-cell lymphoma
(PMBCL), 5 subjects with diffuse large B-cell lymphoma (DLBCL), and 2 subjects
with gray zone lymphoma (GZL).

* Consolidative radiation was used in 52% of the subjects.

*

The trial is of low quality due to the small number of subjects, the heterogeneous
population, and the lack of control (no comparator, randomization, or blinding).

The net health benefit of Adcetris (brentuximab vedotin) outside of the clinical settings
described in the coverage criteria has not been confirmed.

Safety (1.12]

The most commonly reported adverse events with Adcetris (brentuximab vedotin) in
clinical trials included neutropenia, peripheral sensory neuropathy, fatigue, nausea,
anemia, upper respiratory tract infection, diarrhea, pyrexia, rash, thrombocytopenia,
cough, and vomiting.

Severe peripheral sensory neuropathy and neutropenia were responsible for the majority
of dose reductions and interruptions during the Adcetris (brentuximab vedotin) clinical
trials. Fatal and serious cases of fever and neutropenia have been reported with Adcetris
(brentuximab vedotin) when given with AVD. Primary prophylaxis with filgrastim is
recommended by the manufacturer.

Infusion reactions, Stevens-Johnson syndrome, and progressive multifocal
leukoencephalopathy (PML) have also been reported with Adcetris (brentuximab
vedotin).

A boxed warning was added to the prescribing information for Adcetris (brentuximab
vedotin) in January 2012 stating that JC virus infection resulting in PML and death can
occur in patients treated with Adcetris (brentuximab vedotin).

Coadministration of Adcetris (brentuximab vedotin) with strong CYP3A4 inhibitors (e.g.,
clarithromycin, itraconazole) may result in increased exposure to Adcetris (brentuximab
vedotin), so close monitoring for adverse reactions is necessary.

Dosing Considerations (12

Adcetris (brentuximab vedotin) is given via intravenous infusion over 30 minutes.
Dose delays and reductions are indicated for peripheral neuropathy and neutropenia.
Adcetris (brentuximab vedotin) is contraindicated for concomitant use with bleomycin.

FDA-labeled dosing by indication:
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Indication

Recommended dose

Frequency and Duration

Previously untreated
Stage III or IV cHL
(adult)

1.2 mg/kg up to a max of 120 mg
in combination with
chemotherapy

Q2 weeks until a maximum of 12 doses
(stop earlier if disease progression)

Previously untreated
high-risk cHL
(pediatric)

1.8 mg/kg up to a max of 180 mg
in combination with
chemotherapy

Q3 weeks until a maximum of 5 doses
(stop earlier if disease progression)

cHL consolidation

1.8 mg/kg up to a max of 180 mg

Q3 weeks until a maximum of 16 doses
(stop earlier if disease progression)

Relapsed cHL

1.8 mg/kg up to a max of 180 mg

Q3 weeks until disease progression

Previously untreated
sALCL or other
CD30-expressing
PTCLs

1.8 mg/kg up to a max of 180 mg
in combination with
chemotherapy

Q3 weeks with each cycle of
chemotherapy for 6 to 8 doses

Relapsed sALCL

1.8 mg/kg up to a max of 180 mg

Q3 weeks until disease progression

Relapsed pcALCL or
CD30-expressing MF

1.8 mg/kg up to a max of 180 mg

Q3 weeks until a maximum of 16 doses
(stop earlier if disease progression)

cHL = classical Hodgkin lymphoma; sALCL = systematic anaplastic large cell lymphoma; MF =
mycoses fungoides; pcALCL = primary cutaneous anaplastic large cell lymphoma; PTCL = peripheral
T-cell lymphoma

Appendix 1: International Prognostic Score (IPS) for Determining Risk Level in cHL [2

Patients with High-Risk cHL have at least FOUR of the following risk factors:

e Male sex

o Age > 45 years

o Stage IV disease

e Hemoglobin < 10.5 g/dL

e Lymphocyte count < 0.6 x 10%L, or < 8% of WBC
e Leukocytosis (WBC > 15,000/mms3)

e Serum albumin < 4 g/dL

Cross References

Medications for T-cell lymphoma, Medication Policy Manual, Policy No. dru705

PD-1 and PD-L1 Inhibitor Monoclonal Antibody Therapies, Medication Policy Manual, Policy No. 797

Codes Number | Description

HCPCS J9042 Injection, brentuximab vedotin (Adcetris), 1 mg
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Revision History

Revision Date | Revision Summary

3/6/2025 No changes to coverage criteria with this annual review.
12/12/2024 No criteria changes with this annual review.

12/7/2023 No criteria changes with this annual review.

6/15/2023 Effective 7/15/2023:

e Modified first-line cHL criteria to allow coverage in high-risk disease in
combination with cytotoxic chemotherapy, based on new indication in
pediatric patients.

e Updated quantity and duration limits.

12/9/2022 Effective 1/15/2023:

e Updated cHL criteria to allow coverage in the first-line setting when used
with in combination with AVD chemotherapy for stage 3 and 4 disease.

¢ Updated standard policy template language.

6/17/2022 Clarified intent of coverage for cHL in the first-line setting. No updates to
criteria.
1/20/2021 Updated continuation of therapy (COT) language. No changes to coverage
criteria.
1/22/2020 e Added continuation of therapy (COT) criteria (no change to intent of coverage
criteria).

e The quantity limitations were rearranged by disease state rather than by
dosing so they would parallel the order of the coverage criteria. Additionally,
the authorization period section was also rearranged to better coincide with
the quantity limitations. These changes were made to improve the efficiency
of application of this policy. The overall intent of coverage was preserved.

1/31/2019 e The condition for at least one prior therapy for primary cutaneous ALCL
(pcALCL) was removed (coverage is now allowed in the front-line setting).

e Coverage was added for specific subtypes of CD30-expressing PTCLs based
on a new FDA indication: sALCL, PTCL NOS, and AITL.

e Quantity limits and authorization periods were added for the new indications
for which coverage will be provided.

6/15/2018 e Added coverage criteria for front-line use in patients with high-risk, stage III
or VI cHL when bleomycin is contraindicated.

e Added coverage for primary cutaneous ALCL or CD30-expressing mycoses
fungoides (new indications, rare diseases) and removed these conditions from
the list of investigational uses.

e Updated quantity and duration limits.

7/14/2017 Updated list of ‘investigational’ conditions (added AITL).
9/9/2016 No changes to coverage criteria with this annual update.
11/11/2011 New policy.

Drug names identified in this policy are the trademarks of their respective owners.
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Independent licensees of the Blue Cross and Blue Shield Association

Medication Policy Manual Policy No: dru278
Topic: Marqibo, vincristine sulfate liposome injection Date of Origin: September 24, 2012
Committee Approval Date: January 20, 2021 Next Review Date: January 2022

Effective Date: April 1, 2021

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government approval
status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise their
medical judgment in providing the most appropriate care.

Description

Liposomal vincristine (Margibo) is a liposomal form of generic vincristine sulfate. It is an
intravenous chemotherapy used to treat a specific type of leukemia.

PLEASE NOTE: This policy and the coverage criteria below do not apply to generic vincristine
sulfate. Generic vincristine sulfate does not require pre-authorization.

© 2021 Regence. All rights reserved.
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Policy/Criteria

Most contracts require pre-authorization approval of liposomal vincristine (Marqibo) prior to
coverage.

I. Continuation of therapy (COT): Liposomal vincristine (Marqibo) may be considered

medically necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 below
must be met:

1. The patient was established on therapy prior to current health plan
membership AND there is documentation that the medication was

covered by another health plan. Examples of documentation include the
coverage approval letter from the previous health plan or paid claim.

AND

2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.

OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 below must be
met:

1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.

AND

2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.

OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

I1. New starts (treatment-naive patients): Liposomal vincristine (Marqibo) may be

considered medically necessary when there is clinical documentation (including, but not
limited to chart notes) that criteria A and B below are met.

A. A diagnosis of Philadelphia chromosome negative (Ph-negative) acute
lymphoblastic leukemia (ALL).
AND

B. Disease has progressed after at least two prior regimens including at least one
induction/maintenance and one relapsed/refractory regimen. (see Appendix 1)
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III.

Iv.

Administration, Quantity Limitations, and Authorization Period

A. Regence Pharmacy Services does not consider liposomal vincristine (Marqibo) to
be a self-administered medication.

B. Authorization may be reviewed at least annually. Clinical documentation
(including, but not limited to chart notes) must be provided to confirm that
current medical necessity criteria are met, and that the medication is providing
clinical benefit, such as disease stability or improvement.

Liposomal vincristine (Margqibo) is considered investigational when used for all other
conditions, including but not limited to:

A. Treatment-naive acute lymphoblastic leukemia

B. Non-Hodgkin lymphomas (NHLs), including diffuse large B-cell lymphoma
(DLBCL) and mantle cell lymphoma (MCL)

Wilms’ Tumor

C. Hodgkin lymphoma
D. Metastatic melanoma
E. Pediatric cancers

F. Retinoblastoma

G. Ependymoma

H.

L

Sarcoma, including rhabdomyosarcoma

Position Statement

Liposomal vincristine (Margqibo) is generic vincristine sulfate, a vinca alkaloid
chemotherapy agent, encapsulated in a fatty vehicle.

Because liposomal vincristine (Marqibo) is a unique formulation of generic vincristine
sulfate, there may be interest in using liposomal vincristine (Marqibo) in indications
where generic vincristine sulfate has been shown to be effective. To date, there is a lack
of evidence to determine the relative clinical benefit of liposomal vincristine (Marqibo)
compared to generic vincristine sulfate.

Like generic vincristine sulfate, liposomal vincristine (Marqibo) is contraindicated for
intrathecal administration and in patients with demyelinating conditions. They are also
both associated with serious adverse effects including neuropathy, myelosuppression,
severe constipation and/or paralytic ileus, and tissue injury due to extravasation.

Regence Pharmacy Services performs independent analyses of oncology medication

evidence. NCCN clinical practice guidelines assignment of a category 2a/b

recommendation does not necessarily establish medically necessity. The Regence

Pharmacy Services analysis and coverage policy may differ from NCCN clinical

practice guidelines.
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Clinical Efficacy
Acute Lymphoblastic Leukemia

Liposomal vincristine (Margibo) has not been shown to provide additional clinical benefit
compared to currently existing therapies used in the treatment of ALL.

Liposomal vincristine (Margibo) was approved based on one unpublished phase 11,
single-arm study in 65 patients with Ph-negative ALL that had progressed following two

or more anti-leukemia therapies. [
* The primary endpoint evaluated in this study was complete response plus

complete response without full platelet recovery.

* Ten (15.4%) subjects achieved the combined primary endpoint. Three (4.6%)
subjects achieved complete response, while seven (10.8%) achieved complete
response without full platelet recovery.

One additional published phase II study evaluated overall response rate in 16 patients
with refractory ALL. [2]

* Treatment with liposomal vincristine (Marqibo) was the first salvage attempt in
11 patients, the second salvage attempt in 3 patients, and the third salvage
attempt in 2 patients.

* The overall response rate in the fourteen evaluable patients was 14% (1 complete

responder; 1 partial responder).

Liposomal vincristine (Marqibo) was studied in twenty adult patients with newly-
diagnosed, B-cell ALL given as part of a hyper-CMAD regimen. This regimen was found
to have good activity based on complete molecular response rates; however, the study
only had a single arm (non-comparative) so it is not known if it offers any improvement
in efficacy or safety over generic vincristine sulfate. [3]

The National Comprehensive Cancer Network (NCCN) ALL guideline lists liposomal
vincristine (Margibo) among several category 2A recommendations for relapsed or
refractory Ph-negative ALL. 4

Non-Hodgkin Lymphoma (NHL)

Liposomal vincristine (Margibo) has not been shown to provide additional clinical benefit
compared to currently existing therapies used in the treatment of NHLs.

Two preliminary, early-phase studies were identified that evaluate liposomal vincristine
(Marqibo) in refractory NHL, including large B-cell lymphoma and mantle cell
lymphoma. The studies are small, uncontrolled, and evaluated tumor response. No
clinical benefit has been demonstrated to date in these populations. [5.6]

The NCCN does not list liposomal vincristine (Marqgibo) among the treatment options for
relapsed/refractory NHLs. [7]

Other Uses

Liposomal vincristine (Margibo) is currently being studied in a variety of other cancers
including Hodgkin lymphoma, metastatic melanoma, non-Hodgkin’s lymphomas
(including diffuse large B-cell lymphoma and mantle cell lymphoma), acute myeloid
leukemia (AML), and several pediatric cancers. [8]
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Liposomal vincristine (Marqibo) is considered investigational in the abovementioned

cancers due to the low level of available evidence in these settings.

Safety 11

The safety profile for liposomal vincristine (Marqibo) appears similar to generic

vincristine sulfate.

Boxed warnings for liposomal vincristine (Marqgibo) include potential death with

intrathecal use and potential overdose if confused with generic vincristine as the dosing

recommendations are different.

Additional warnings include neuropathy, myelosuppression, tumor lysis syndrome,

severe constipation and/or paralytic ileus, severe fatigue, hepatotoxicity, embryofetal

toxicity, and tissue injury due to extravasation.

Liposomal vincristine (Marqibo) is contraindicated in patients with demyelinating

conditions including Charcot-Marie-Tooth syndrome.

The most commonly reported adverse reactions (incidence > 30%) in clinical studies

include constipation, nausea, pyrexia, fatigue, peripheral neuropathy, febrile

neutropenia, diarrhea, anemia, decreased appetite, and insomnia.

Dosing and Administration (1]

Liposomal vincristine (Margibo) is administered at a dose of 2.25 mg/m? intravenously

over 1 hour once every 7 days.

Liposomal vincristine (Marqibo) may be fatal if administered intrathecally.

Dosing recommendations for liposomal vincristine (Marqibo) are different from those for

generic vincristine; therefore, the drug name and dose should be verified prior to

preparation and administration.

Liposomal vincristine (Margqibo) requires approximately 60 to 90 minutes of preparation

time and must be done according to aseptic technique in a biological safety cabinet.

Dosing modification is recommended for patients who experience liposomal vincristine

(Marqibo)-related peripheral neuropathy.

Cross References

Blincyto, blinatumomab, Medication Policy Manual, Policy No. dru388

Codes Number | Description
HCPCS J9370 Injection, vincristine sulfate (non-liposomal generic)
HCPCS J9371 Injection, vincristine sulfate liposome (Marqibo), 1 mg
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Appendix 1: Therapies/Treatment Regimens for Philadelphia Chromosome Negative
Acute Lymphoblastic Leukemia [Ph (-) ALL] 1

Commonly used chemotherapy induction regimens @

anthracycline (daunorubicin/doxorubicin)
+

generic vincristine sulfate
+

steroid (prednisone/dexamethasone)
+

asparaginase or rituximab
+

other (e.g. cyclophosphamide, cytarabine, 6-mercaptopurine)

Maintenance regimens

methotrexate + 6-mercaptopurine + generic vincristine sulfate/prednisone pulses

Relapsed /refractory regimens

blinatumomab (Blincyto)

inotuzumab ozogamicin (Besponsa) [for B-ALL]

tisagenlecleucel (Kymriah) [for B-ALL]

clofarabine (Clolar)

cytarabine-containing regimens

alkylator combination regimens (e.g. etoposide + ifosfamide + mitoxantrone)

nelarabine (Arranon) [T ALL only]

cyclophosphamide + generic vincristine sulfate + doxorubicin + dexamethasone + asparaginase +
cytarabine/methotrexate (augmented hyper-CVAD)

liposomal vincristine (Margibo)

a Systemic regimens, not including intrathecal (IT) CNS prophylaxis.
b Variable, based on age and underlying patient characteristics.
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Revision History

Revision Date Revision Summary

1/20/2021 Updated continuation of therapy (COT) language. No changes to
coverage criteria.

06/15/2020 Removed references to brand Rituxan from policy, to account for
upcoming changes in biosimilars policy (dru620).

1/22/2020 Added continuation of therapy (COT) criteria (no change to intent of
coverage criteria).

1/31/2018 No criteria changes with this annual update.

9/21/2018 No changes with this annual update.

9/8/2017 The list of conditions considered investigational uses was updated.

8/12/2016 No changes with this annual update.

09/24/2012 New policy

Drug names identified in this policy are the trademarks of their respective owners.
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Medication Policy Manual Policy No: dru279
Topic: Zaltrap, ziv-aflibercept Date of Origin: September 24, 2012
Committee Approval Date: June 20, 2024 Next Review Date: 2025

Effective Date: September 1, 2024

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government approval
status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract

language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise their
medical judgment in providing the most appropriate care.

Description

Zaltrap (ziv-aflibercept) is an intravenous (IV) medication, a Vascular Endothelial Growth
Factor (VEGF) inhibitor, used in the treatment of colon cancer.
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Policy/Criteria
Most contracts require pre-authorization approval of Zaltrap (ziv-aflibercept) prior to coverage.

I. Continuation of therapy (COT): Zaltrap (ziv-aflibercept) may be considered medically
necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be
met:
1. The patient was established on therapy prior to current health plan

membership AND there is documentation that the medication was
covered by another health plan. Examples of documentation include the

coverage approval letter from the previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II. New starts (treatment-naive patients): Zaltrap (ziv-aflibercept) may be considered

medically necessary when there is clinical documentation (including, but not limited to
chart notes) confirming that criteria A, B, and C below are met:

A. A diagnosis of metastatic colorectal cancer.
AND
B. Prior treatment with an Eloxatin (oxaliplatin)-containing regimen has been

ineffective or not tolerated.
AND

C. Prior treatment with bevacizumab has been ineffective, contraindicated, or not
tolerated.
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I11. Administration, Quantity Limitations, and Authorization Period

A. Regence Pharmacy Services considers Zaltrap (ziv-aflibercept) coverable only
under the medical benefit (as a provider-administered medication).

B. Authorization may be reviewed at least annually. Clinical documentation
(including, but not limited to chart notes) must be provided to confirm that
current medical necessity criteria are met, and that the medication is providing
clinical benefit, including disease stability or improvement relative to baseline
symptoms.

IV. Zaltrap (ziv-aflibercept) is considered investigational when used for all other conditions,
including but not limited to:

A. Gastroesophageal cancers.

Kidney cancer.

Leukemia.

Lung cancer [small cell (SCLC), and non-small cell lung cancers (NSCLC)].
Lymphoma.

Ovarian cancer.

Pancreatic cancer.

Prostate cancer.

~EmeEED o

Thyroid cancer.

Position Statement

- Zaltrap (ziv-aflibercept) is an intravenously infused medication that inhibits Vascular
Endothelial Growth Factor (VEGF) thereby preventing the formation of new blood
vessels and halting cell growth.

- The intent of this policy is to cover Zaltrap (ziv-aflibercept) for the indications, regimen,
and dose for which it has been shown to be safe and effective, as detailed in the coverage

criteria.

- Zaltrap (ziv-aflibercept) demonstrated an improvement in overall survival in metastatic
colorectal cancer that was previously treated with an oxaliplatin-containing regimen.

- Zaltrap (ziv-aflibercept) was studied in combination with 5-fluorouracil, leucovorin and
irinotecan (FOLFIRI).

- Bevacizumab (Avastin, biosimilars) is another VEGF inhibitor approved for the
treatment of metastatic colorectal cancer in combination with 5-fluorouracil based
chemotherapy.

- There is insufficient evidence to establish the comparative efficacy and safety of
bevacizumab (Avastin, biosimilars) and Zaltrap (ziv-aflibercept).

- For our health plan members, bevacizumab (Avastin, biosimilars) is the preferred
medication among the VEGF inhibitors used to treat metastatic colorectal cancer.
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The safety and effectiveness of Zaltrap (ziv-aflibercept) have not been established in
conditions other than metastatic colorectal cancer.

Regence Pharmacy Services performs independent analyses of oncology medication

evidence, to establish coverability per the contracts with the health plan.

Most contracts define coverability based on established clinical benefit in published,
peer-reviewed literature, along with consideration of regulatory status.

FDA approval does not in itself establish medical necessity, as unpublished, low-quality
evidence, including exploratory analyses and unvalidated surrogate endpoints, may be
used as the basis of approval. Regulatory approval may or may not reflect clinical benefit
relative to standard of care and the recommendations of expert clinical advisors such as
the Oncologic Drugs Advisory Committee (ODAC). FDA approvals generally do not
consider cost compared to established therapies, or value to members.

Likewise, NCCN clinical practice guidelines assignment of a recommendation (category
1, 2a, or 2b) does not necessarily establish medically necessity. NCCN recommendations
are inconsistently supported by published, peer-reviewed literature and do not uniformly
consider value of new therapies relative to existing potentially higher-value treatment
options, considering effectiveness, safety, and cost.

Medication coverage criteria are developed based on the ‘medical necessity’ assessment,
as described above.

Regence Pharmacy Services analysis and coverage policy may differ from FDA
labeled indication and/or NCCN clinical practice guidelines.

Clinical Efficacy

Zaltrap (ziv-aflibercept) demonstrated improved overall survival in patients with metastatic

colorectal cancer (CRC) previously treated with an oxaliplatin-containing regimen.

A single, randomized controlled trial compared Zaltrap (ziv-aflibercept) in combination
with 5-fluorouracil, leucovorin, and irinotecan (FOLFIRI) to FOLFIRI alone in the
treatment of patients with metastatic colorectal cancer that was resistant to, or had
progressed following, and oxaliplatin-containing regimen. [1.2]

* The primary endpoint of the study was overall survival (OS). The addition of
Zaltrap (ziv-aflibercept) to FOLFIRI improved OS by 1.44 months compared to
FOLFIRI alone (12.06 versus 13.5 months, respectively; p = 0.0032).

Approximately 30% of randomized patients had received prior treatment with
bevacizumab.

The National Comprehensive Cancer Network (NCCN) Colon and Rectal Cancer treatment
guidelines list Zaltrap (ziv-aflibercept) as an option after the first progression of metastatic
colon or rectal cancer. NCCN recommends that Zaltrap (ziv-aflibercept) be used in
combination with FOLFIRI or irinotecan. Bevacizumab is recommended as a preferred
recommendation in this treatment setting. Additionally, bevacizumab has a
recommendation for initial treatment of advanced or metastatic colorectal cancer in
combination with FOLFOX or CapeOX. [3]
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Use in Other Conditions [4

Zaltrap (ziv-aflibercept) is currently being studied for treatment of a variety of cancers including:
leukemia, lung cancer (small cell and non-small cell), lymphoma, ovarian cancer, pancreatic
cancer, prostate cancer and thyroid cancer. There are currently no published studies supporting
the safety or efficacy of Zaltrap (ziv-aflibercept) in these cancers. Preliminary results reported on
clinicaltrials.gov show a lack of benefit with Zaltrap (ziv-aflibercept) in non-small cell lung cancer,
ovarian cancer, and prostate cancer.

Safety (1]

- Zaltrap (ziv-aflibercept) has Boxed Warnings for risk of hemorrhage, gastrointestinal
perforation, and compromised wound healing.

- Other serious adverse effects reported with Zaltrap (ziv-aflibercept) include fistula
formation, hypertension, arterial thromboembolic events, proteinuria, neutropenia,
diarrhea and dehydration, and reversible posterior leukoencephalopathy syndrome.

Dosing (1]

- The usual dose of Zaltrap (ziv-aflibercept) is 4 mg/kg given by intravenous infusion over 1
hour every 2 weeks.

- Zaltrap (ziv-aflibercept) is indicated for use in combination with 5-fluorouracil, leucovorin
and irinotecan (FOLFIRI).

Cross References

Products with Therapeutically Equivalent Biosimilars/Reference Products, Medication Policy
Manual, Policy No. dru620

BRAF inhibitors, Medication Policy Manual No. 728

Cyramza, ramucirumab, Medication Policy Manual No. dru355

Keytruda, pembrolizumab, Medication Policy Manual No. dru367

Opdivo, nivolumab, Medication Policy Manual No. dru390

Tukysa, tucatinib, Medication Policy Manual, Policy No. dru646

Yervoy ipilimumab, Medication Policy Manual No. dru238

Codes | Number Description

HCPCS | J9400 Injection, ziv-aflibercept (Zaltrap), 1 mg
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Revision History

Revision Date | Revision Summary

6/20/2024 No criteria changes with this annual review.

6/15/2023 There were no changes to the coverage criteria with this annual update.

6/17/2022 There were no changes to the coverage criteria with this annual update.
Note: Revisions were made to update to current standard policy language;
however, there was no change to the intent of this policy.

7/16/2021 ¢ No changes to coverage criteria with this annual review.

e The COT language was updated to the standard template language (no
change to intent).

7/22/2020 Added continuation of therapy (COT) language (no change to policy intent).
Removed references to brand Avastin to account for upcoming changes to
biosimilars policy (dru620).

7/24/2019 Updated policy with standard language (no change to policy intent).

11/16/2018 No criteria changes with this annual update.

11/10/2017 No criteria changes with this annual update.

8/12/2016 No criteria changes with this annual update.

Drug names identified in this policy are the trademarks of their respective owners.
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Medication Policy Manual Policy No: dru281

Topic: pertuzumab-containing medications: Date of Origin: September 24, 2012

e Perjeta, pertuzumab

e Phesgo, pertuzumab/trastuzumab/hyaluronidase

Committee Approval Date: June 20, 2024 Next Review Date: 2025

Effective Date: July 15, 2024

IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity, generally
accepted standards of medical practice, and review of medical literature and government approval
status.

Benefit determinations should be based in all cases on the applicable contract language. To the

extent there are any conflicts between these guidelines and the contract language, the contract
language will control.

The purpose of medication policy is to provide a guide to coverage. Medication Policy is not
intended to dictate to providers how to practice medicine. Providers are expected to exercise their
medical judgment in providing the most appropriate care.

Description

Perjeta (pertuzumab) is a monoclonal antibody used in the treatment of HER2-positive breast
cancer. It is given via intravenous infusion in combination with trastuzumab plus chemotherapy.
Phesgo (pertuzumab/trastuzumab/hyaluronidase) is a combination of monoclonal antibodies used
in the treatment of HER2-positive breast cancer that can be given subcutaneously under the skin.

© 2024 Regence. All rights reserved.
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Policy/Criteria

Most contracts require pre-authorization approval of pertuzumab-containing medications prior to
coverage.

I. Continuation of therapy (COT): Pertuzumab-containing medications may be considered

medically necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be
met:
1. The patient was established on therapy prior to current health plan

membership AND there is documentation that the medication was

covered by another health plan. Examples of documentation include the
coverage approval letter from the previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan
membership AND attestation that the medication was covered by another
health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as
detailed in the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

Please note: Medications obtained as samples, coupons, or promotions, paying cash for a prescription
(“out-of-pocket”) as an eligible patient, or any other method of obtaining medications outside of an
established health plan benefit (from your insurance) does NOT necessarily establish medical necessity.
Medication policy criteria apply for coverage, per the terms of the member contract with the health plan.

II. New starts (treatment-naive patients): Pertuzumab-containing medications may be

considered medically necessary when there is clinical documentation (including, but not
limited to chart notes) confirming that one of the following criterion A, B, or C below is
met:

A. Metastatic Breast Cancer: A diagnosis of HER2-positive metastatic breast
cancer when criteria 1 and 2 below are met:

1. Pertuzumab-containing medications are used in one of the two treatment
settings described below:

a. Patient has had no prior therapy for HER2-positive metastatic
breast cancer.
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OR

b. Patient has received one prior therapy for metastatic breast
cancer that included trastuzumab plus chemotherapy in the
absence of Perjeta (pertuzumab).

AND
2. Perjeta Only: Perjeta (pertuzumab) is used concomitantly with
trastuzumab and chemotherapy (e.g., docetaxel).
OR
B. Neoadjuvant (pre-operative) Use in Breast Cancer: A diagnosis of HER2-
positive locally advanced, inflammatory, or early-stage breast cancer when
criteria 1, 2, and 3 below are met:
1. Pertuzumab-containing medications are used preoperatively prior to
resection of the breast tumor (neoadjuvant setting).
AND
2. Pertuzumab-containing medications are used concomitantly with
chemotherapy (e.g., docetaxel).
AND
3. Perjeta Only: Perjeta (pertuzumab) is also used concomitantly with
trastuzumab.
OR

C. Adjuvant (post-operative) Use in Breast Cancer: A diagnosis of HER2-
positive locally advanced, inflammatory, or early-stage breast cancer when
criteria 1 through 6 below are met:

1. Pertuzumab-containing medications are used post-operatively after
resection of the breast tumor (adjuvant setting).

AND

2. One of the two following settings (a or b):

a. The patient is node-positive (based on surgical pathology report or
attestation) and all of the following (i through iv):
i. The patient did not receive neoadjuvant chemotherapy.
AND
ii. The patient has had no prior HER2-directed chemotherapy

[such as trastuzumab, Perjeta (pertuzumab), or Kadcyla
(ado-trastuzumab emtansine)].

AND

iii.  Pertuzumab-containing medications are used
concomitantly with chemotherapy (e.g., docetaxel).

AND

iv.  Perjeta Only: Perjeta (pertuzumab) is also used

concomitantly with trastuzumab.
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OR

b. The patient was on adjuvant Kadcyla (ado-trastuzumab
emtansine) for residual disease and both of the following (i and ii)

i. Adjuvant Kadcyla (ado-trastuzumab emtansine) was not
tolerated.
AND
ii. Perjeta Only: Perjeta (pertuzumab) is used concomitantly

with trastuzumab.

I11. Administration, Quantity Limitations, and Authorization Period
A. Regence Pharmacy Services considers pertuzumab-containing medications
coverable only under the medical benefit (as a provider-administered
medication).
B. When preauthorization is approved, pertuzumab-containing medications will be

approved as follows:
1. Metastatic setting:
a. Perjeta (pertuzumab): Initial dose of 840 mg, followed by

subsequent doses of 420 mg every 3 weeks until disease
progression. Perjeta (pertuzumab) should be discontinued if
trastuzumab is discontinued.

b. Phesgo (pertuzumab/trastuzumab/hyaluronidase): Initial dose of

1,200 mg pertuzumab, 600 mg trastuzumab, and 30,000 units
hyaluronidase followed every 3 weeks by subsequent doses of 600
mg pertuzumab, 600 mg trastuzumab, and 20,000 units
hyaluronidase until disease progression.

2. Neoadjuvant setting:

a. Perjeta (pertuzumab): Initial dose of 840 mg, followed by 420 mg

every 3 weeks for up to six doses prior to surgery. Perjeta
(pertuzumab) should be discontinued if trastuzumab is
discontinued.

b. Phesgo (pertuzumab/trastuzumab/hyaluronidase): Initial dose of

1,200 mg pertuzumab, 600 mg trastuzumab, and 30,000 units
hyaluronidase followed every 3 weeks by subsequent doses of 600
mg pertuzumab, 600 mg trastuzumab, and 20,000 units
hyaluronidase preoperatively for 3 to 6 cycles.

3. Adjuvant setting:
a. Perjeta (pertuzumab): Initial dose of 840 mg, followed by 420 mg

every 3 weeks for up to 18 doses (one year of combined
neoadjuvant and adjuvant therapy total) or until disease
progression.

b. Phesgo (pertuzumab/trastuzumab/hyaluronidase): Initial dose of

1,200 mg pertuzumab, 600 mg trastuzumab, and 30,000 units
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hyaluronidase followed every 3 weeks by subsequent doses of 600 mg
pertuzumab, 600 mg trastuzumab, and 20,000 units hyaluronidase
postoperatively for a total of 1 year (up to 18 cycles) or until disease
progression.

C. Authorization may be reviewed at least annually. Clinical documentation
(including, but not limited to chart notes) must be provided to confirm that
current medical necessity criteria are met, and that the medication is providing
clinical benefit, such as disease stability or improvement.

IV. Pertuzumab-containing medications are considered not medically necessary when used
for node-negative HER2-positive breast cancer treatment in the adjuvant (after surgical
resection) setting.

V. Pertuzumab-containing medications are considered investigational when:

Perjeta (pertuzumab) is_not administered in conjunction with trastuzumab.

Used beyond the second-line treatment setting for metastatic breast cancer.
Used in the adjuvant setting, after the patient has received neoadjuvant therapy.
Gastric cancer.

HER2-negative breast cancer.

Ovarian cancer.

Colorectal cancer.

T Q0 aRp

Non-small cell lung cancer.

Position Statement

- Perjeta (pertuzumab), a monoclonal antibody that prevents growth of cancer cells via its
blockade of HER2 receptors, is approved for the treatment of HER2-positive metastatic
breast cancer (mBC); as a neoadjuvant therapy (used prior to surgical resection of a
tumor) for locally advanced, inflammatory, or early-stage HER2-positive breast cancer;
and as an adjuvant therapy (used after surgical resection of a tumor) for non-metastatic,
invasive, HER2-positive breast cancer at high risk of recurrence.

- Perjeta (pertuzumab) binds to a different area on HER2 receptors than trastuzumab. In
some breast cancer settings, the two medications used in combination may provide
greater antitumor activity than trastuzumab alone.

- Phesgo (pertuzumab/trastuzumab/hyaluronidase) is a fixed dose combination of
pertuzumab and trastuzumab with hyaluronidase, an endoglycosidase, combined in a
formulation that can be given subcutaneously.

- The intent of this policy is to cover pertuzumab-containing medications (Perjeta, Phesgo)
for the indications, regimen, and dose for which it has been shown to be safe and
effective, as detailed in the coverage criteria, with consideration for other available
treatment options.
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* Effective is defined by having a known health benefit and/or an additional health
benefit relative to available treatment alternatives.

* Where there is lack of proven additional benefit for Perjeta (pertuzumab) relative
to alternatives, and/or a lack of a demonstrated health outcome (such as overall
survival), use of Perjeta (pertuzumab) is not coverable (“not medically necessary”
or “investigational”).

- It is important to note that the fact that a medication is FDA approved for a specific
indication does not, in itself, make the treatment medically reasonable and necessary.

Metastatic breast cancer (mBC)

- The combination of Perjeta (pertuzumab), trastuzumab and docetaxel has been shown to
significantly improve median overall survival (OS) as a first-line therapy for HER2-
positive mBC relative to trastuzumab and docetaxel alone.

- The evidence for Perjeta (pertuzumab) in the second-line HER2-positive mBC setting is
of poor quality. However, as it is rapidly becoming the standard of care, coverage is
provided in the second-line setting when Perjeta (pertuzumab) was not used with
trastuzumab plus chemotherapy in the first-line mBC setting.

Non-metastatic breast cancer (locally advanced, inflammatory, or early-stage)

- Neoadjuvant: Evidence for Perjeta (pertuzumab) in the neoadjuvant setting (when given
for 3 to 6 doses prior to surgical resection of the breast tumor) is based on a surrogate
endpoint (the absence of invasive cancer in the breast and lymph nodes).[!l It is not
known if it improves survival, or any other clinically relevant endpoint, when used in
this setting. There is no evidence to support the use of more than 6 doses of neoadjuvant
Perjeta (pertuzumab).

- Adjuvant: The use of Perjeta (pertuzumab) as an add-on to adjuvant chemotherapy plus

trastuzumab was FDA-approved based on the results of the APHINITY trial in patients

who received no prior neoadjuvant therapy, such as neoadjuvant chemotherapy. [2I

* In patients who did not receive neoadjuvant therapy, the addition of Perjeta
(pertuzumab) to a standard adjuvant regimen results in a nominal improvement
in invasive disease-free survival (IDFS) relative to standard therapy GDFS of
91% vs 88% at 6 years). Though statistically different, this difference is not likely
clinically relevant iDFS is a surrogate endpoint which has not been shown to
reliably predict clinically relevant outcomes such as a decrease in metastatic
disease recurrence or improved OS.

* To date there is no evidence demonstrating an improvement in OS when Perjeta
(pertuzumab) is added to the standard adjuvant regimen (6-year overall survival
were 95% vs. 94%).

* The reporting of preliminary results at 3 years in an early-stage BC population is
earlier than the typical 5-year standard. Use of preliminary evidence leads to
uncertainty when estimating the net health benefit of this regimen. This can lead
to over-estimation of benefit and underestimation of harms.

* Because the results from this trial are underwhelming, there has been significant
focus on subgroup analyses, particularly related to the node-positive subpopulation.
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. After an interim analysis suggested a possibility of futility, recruitment of
subjects in APHINITY was changed to exclude node-negative women
during the trial. Therefore, the application of any benefit in node-negative
patients is questionable.

. The hazard ratio in this population suggests a greater likelihood of
improvement in iDFS with the addition of Perjeta (pertuzumab) to a
standard adjuvant regimen; however, the improvement in iDF'S is small
and has only been shown in node-positive women on an a priori basis.

. Other subgroup analyses that suggested no benefit was associated with
treatment in other important populations, such as in pre-menopausal

women.

. As node-negative women were excluded from recruitment during the trial
and there is no evidence of benefit, the addition of Perjeta (pertuzumab)
to standard TCH therapy in this population is considered unproven.

- Adjuvant, after neoadjuvant therapy:

*

Women who received neoadjuvant treatment with Perjeta (pertuzumab) or other
neoadjuvant chemotherapy prior to surgery were excluded from the APHINITY
trial;[2l therefore, it is not known if Perjeta (pertuzumab) in the adjuvant setting
is beneficial in this population (after neoadjuvant chemotherapy).

Current standard of care for women treated with neoadjuvant chemotherapy
with residual disease at the time of surgery is adjuvant Kadcyla (ado-
trastuzumab emtansine). The use of pertuzumab in this setting is unproven.

The optimal approach to treatment of women who achieve a pathologic complete
response (pCR) after neoadjuvant chemotherapy has not been prospectively
studied. The NeoSphere triallll reported 5-year PFS of 86% in women who
received docetaxel, trastuzumab, and pertuzumab in the neoadjuvant setting
followed by no adjuvant therapy. It is unknown how this compares to the current
standard of care (neoadjuvant TCHP followed by adjuvant trastuzumab to
complete 1 year of HER-2 directed therapy), particularly for women who achieve
a pCR after neo-adjuvant therapy.

Because the addition of Perjeta (pertuzumab) to adjuvant therapy has only been
shown to improve outcomes in a narrow group of subjects, extrapolation of these
study results outside of the setting in which it has shown benefit is considered
investigational and not covered under most benefits.

- NCCN lists the following recommendations:

*

The addition of Perjeta (pertuzumab) to a standard adjuvant regimen is a category
2A recommendation (independent of node-negative vs. node-positive). The use of
trastuzumab alone is listed as a category 1 (highest level) recommendation. [3]

For patients who received neoadjuvant chemotherapy and are found to have
residual disease, adjuvant Kadcyla (ado-trastuzumab emtansine) is a category 1
recommendation. In the infrequent scenario in which Kadcyla (ado-trastuzumab
emtansine) is not tolerated, switching to adjuvant trastuzumab with Perjeta
(pertuzumab) is a category 1 recommendation.
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- Although NCCN does not differentiate adjuvant therapy recommendations for node-
negative versus node-positive patients, ASCO guidelines state the APHINITY trial
showed no clinically meaningful benefit in node-negative patients.

- Perjeta (pertuzumab) has not been shown to be effective when used alone (i.e., not in
combination with trastuzumab) or in the treatment of other types of cancer.

- Perjeta (pertuzumab) has been shown to be safe and effective when dosed as follows: an
initial dose of 840 mg via intravenous infusion, followed by 420 mg every three weeks.

- The safety of administering more than six doses (cycles) of Perjeta (pertuzumab) in early
breast cancer (neoadjuvant setting) has not been established.

Regence Pharmacy Services performs independent analyses of oncology medication
evidence, to establish coverability per the contracts with the health plan.

- Most contracts define coverability based on established clinical benefit in published,
peer-reviewed literature, along with consideration of regulatory status.

- FDA approval does not in itself establish medical necessity, as unpublished, low-quality
evidence, including exploratory analyses and unvalidated surrogate endpoints, may be
used as the basis of approval. Regulatory approval may or may not reflect clinical benefit
relative to standard of care and the recommendations of expert clinical advisors such as
the Oncologic Drugs Advisory Committee (ODAC). FDA approvals generally do not
consider cost compared to established therapies, or value to members.

- Likewise, NCCN clinical practice guidelines assignment of a recommendation (category
1, 2a, or 2b) does not necessarily establish medically necessity. NCCN recommendations
are inconsistently supported by published, peer-reviewed literature and do not uniformly
consider value of new therapies relative to existing potentially higher-value treatment
options, considering effectiveness, safety, and cost.

- Medication coverage criteria are developed based on the ‘medical necessity’ assessment,
as described above.

Regence Pharmacy Services analysis and coverage policy may differ from FDA
labeled indication and/or NCCN clinical practice guidelines.

Clinical Efficacy
HER2-POSITIVE METASTATIC BREAST CANCER

There is fair confidence in the evidence that the addition of Perjeta (pertuzumab) to a
standard trastuzumab-containing regimen improves median overall survival (OS) in
HER2-positive metastatic breast cancer (BC). [

* A single, phase 3 pivotal trial compared Perjeta (pertuzumab) plus trastuzumab

plus docetaxel with trastuzumab plus docetaxel alone in the HER2-positive
metastatic BC setting.

= The trial enrolled patients who had no prior chemotherapy or trastuzumab
in the metastatic setting. Prior trastuzumab was allowed in the adjuvant
or neoadjuvant setting if 12 months had passed between completion of
adjuvant/neoadjuvant therapy and diagnosis of metastatic BC.
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. In the initial efficacy analysis, median PFS was prolonged by
approximately 6 months in the Perjeta (pertuzumab) treatment arm. [l

. In a final survival analysis of this trial, a significant improvement in
median OS was demonstrated. Subjects in the Perjeta (pertuzumab) arm
had a median OS of 56.5 months versus 40.8 months in the control group
[hazard ratio of 0.68; 95% CI (0.56, 0.84); p < 0.001]. (6]

* The evidence for Perjeta (pertuzumab) in patients who have had progression
while receiving prior HER2-blocking therapy is of poor quality. [7]

. An uncontrolled study trial evaluated the combination of Perjeta
(pertuzumab) and trastuzumab in patients who had progression of their
HER2-positive metastatic BC on prior trastuzumab-based therapy.

. The evidence from this trial is of poor quality because there was no

comparator arm or blinding employed in the study. The effects of bias,
confounding, and chance cannot be ruled out.

. The study evaluated overall response rates (ORR) in 58 patients.
. The authors reported a 24% ORR and a median PFS of 5.5 months.

NON-METASTATIC (EARLY BREAST CANCER), PRIOR TO SURGICAL RESECTION
(NEOADJUVANT SETTING)

- The evidence of efficacy for Perjeta (pertuzumab) in the neoadjuvant setting for locally
advanced, inflammatory, or early-stage BC is of low quality. [* 8]

* An open-label trial evaluated pathological complete response (pCR) rates for the
combination of Perjeta (pertuzumab)/trastuzumab docetaxel versus
trastuzumab/docetaxel alone as neoadjuvant therapy for women with early-stage
HER2-positive BC.

* Therapy was given preoperatively for 3 to 6 cycles prior to tumor resection
[Perjeta (pertuzumab) was administered every 3 weeks for 3 to 6 doses].
* Pathological complete response is defined as the absence of invasive cancer in the
breast and lymph nodes. It is unknown if pCR is an accurate predictor of OS in BC.
* The effect of neoadjuvant Perjeta (pertuzumab) on OS has not been evaluated.
*

There is no evidence to support the use of more than 6 cycles of neoadjuvant
Perjeta (pertuzumab). Therefore, the use of more than 6 cycles is not coverable.

ADJUVANT (POST SURGICAL RESECTION) — NON-METASTATIC HER2-POSITIVE
BREAST CANCER SETTING

- A multicenter, randomized, double-blind, placebo-controlled APHINITY trial (N=4,805)
compared Perjeta (pertuzumab) with placebo each added to standard adjuvant
chemotherapy plus 1 year of treatment with trastuzumab in patients with HER2-
positive early breast cancer. [

* The 3-year rate of invasive-disease-free survival (1DFS) was 94.1% in the Perjeta
(pertuzumab) group and 93.2% in the placebo group [hazard ratio 0.81; 95% CI
(0.66, 1.0); p=0.045). Although statistically different, this very small difference is
not likely clinically relevant.
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* iDFS is a surrogate endpoint that has not been shown to correlate with a
clinically meaningful outcome such as decreased metastatic recurrence or
improved overall survival.

* No overall survival difference has been demonstrated between groups to date.

* A 3-year follow-up in this population is considered preliminary. A 5-year follow
up is a more typical timeframe. Use of preliminary results leads to uncertainty in
the net clinical benefit (potential for harms relative to potential for benefit)
assessment.

* Subset analyses in patients with either node-positive disease, or hormone
receptor-negative disease appears to show a small benefit in iDFS in the Perjeta
(pertuzumab) versus placebo groups; however, the potential for benefit is very
small and is likely an overestimate due to enrichment of the study population
with node-positive patients. A protocol amendment to stop enrolling node-
negative patients was made late in the study because it was noted that this
subpopulation was not experiencing any benefit with Perjeta (pertuzumab).

- Overall, the addition of Perjeta (pertuzumab) to a standard adjuvant treatment regimen
has not been shown to improve any clinically relevant outcome, may increase the
likelihood of side effects to adjuvant therapy, and is associated with a higher cost of care.

USE IN OTHER CONDITIONS

- Early phase 2 trials that studied pertuzumab (Perjeta, previously referred to as
Omnitarg) showed that it had only limited activity as a single agent in ovarian, breast,
and prostate cancers. 9 It is, therefore, unlikely to be effective when used alone.

- A recently published phase II trial found no benefit in adding Perjeta (pertuzumab) to
standard chemotherapy in women with recurrent ovarian cancer. [10]

- A small (n = 30), early phase pharmacokinetic and safety study was conducted with
Perjeta (pertuzumab) in patients with advanced gastric or gastro-esophageal junction
cancer. A larger, phase 3 study is planned to evaluate the safety and efficacy of Perjeta
(pertuzumab) in this condition. 11

- A small phase 2a basket trial evaluated pertuzumab in HER2-amplified metastatic
colorectal cancer. Although 32% of patients had a response (ORR) on pertuzumab plus
trastuzumab therapy, there is insufficient evidence to establish the benefit of this
combination therapy for colon cancer. While these preliminary results are promising,
there is no evidence of benefit on clinically meaningful outcomes, such as increased
overall survival. [12]

- The evidence for pertuzumab in HER2-positive non-small cell lung cancer is limited to
one phase 2 trial. No benefit was observed with pertuzumab treatment on the primary
endpoints of complete response and partial response. Additional trials are ongoing. [13]

GUIDELINES

- National Comprehensive Cancer Network (NCCN) BC guideline recommendations for
pertuzumab in HER2-positive BC: 3]

* Metastatic setting: The combination of Perjeta (pertuzumab) plus trastuzumab

plus docetaxel is listed as a category 1 recommendation for the first-line
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treatment of HER2-positive metastatic BC. The regimen gets a category 2A
recommendation if paclitaxel is substituted for docetaxel. The guideline also
states that Perjeta (pertuzumab) may be given in combination with trastuzumab
in the second-line metastatic treatment setting if patients were previously
treated in the first-line metastatic setting with trastuzumab plus chemotherapy
in the absence of Perjeta (pertuzumab) [category 2A recommendation].

* Neoadjuvant setting: The use of Perjeta (pertuzumab) in the neoadjuvant
setting is listed as a category 2A recommendation when used prior to surgery for
early BC when administered concomitantly with a taxane plus trastuzumab.

* Adjuvant setting:

» The preferred, category 1 recommended adjuvant regimen for non-
metastatic, invasive HER2-positive BC is adjunctive chemotherapy
followed by paclitaxel plus trastuzumab. The addition of Perjeta
(pertuzumab) to a standard adjuvant regimen is listed as a category 2A
recommendation (independent of node-negative vs. node-positive).

»  For patients who received neoadjuvant chemotherapy and are found to
have residual disease, adjuvant Kadcyla (ado-trastuzumab emtansine) is
a category 1 recommendation. In the infrequent scenario in which
Kadcyla (ado-trastuzumab emtansine) is not tolerated, switching to
adjuvant trastuzumab with Perjeta (pertuzumab) is a category 1
recommendation.

- The American Society of Clinical Oncology (ASCO) breast cancer guideline states that one
year of adjuvant Perjeta (pertuzumab) may be added to trastuzumab-based combination
chemotherapy for patients with early-stage, HER2-positive breast cancer (moderate
strength recommendation). Qualifying statemen