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Call to Order:
Dr. Bret Yarczower called the meeting to order at 1:01 p.m., Tuesday, March 10, 2026.

Review and Approval of Minutes:
Dr. Bret Yarczower asked for a motion or approval to accept the December 2025 e-vote and January 13,
2026 minutes as written. Minutes approved unanimously. None were opposed.

DRUG REVIEWS

NEXOBRID (anacaulase-bcdb)

Review: Nexobrid is a topical enzymatic debridement agent containing proteolytic enzymes enriched in
bromelain from pineapple stems for selective eschar removal in deep partial-thickness (DPT) and full-
thickness (FT) thermal burns. Deep partial-thickness (DPT) burns, also known as deep second-degree
burns, extend beyond the superficial layers of the skin and into the deeper part of the dermis. Full
thickness thermal burns, or third-degree burns, is a burn that destroys all layers of skin including the
epidermis (outer layer), dermis (second layer) and can extend into both the fat, muscle layer and beyond.
A dry, thick, leathery layer of dead tissue, called eschar, forms on the surface of the burn and is usually
adherent to the wound bed and not easily removed. Removing eschar is important because it prevents
infection by removing dead tissue, allows healthier tissue to heal and improves wound assessment and
management. Nexobrid enzymes work by selectively digesting non viable, denatured proteins (collagen)
within the burn eschar leading to the removal of dead tissue. Unlike surgical excision, Nexobrid’ s
enzymatic activity targets necrotic tissue while sparing viable dermal structures, such as remaining
functional collagen, vasculature, and viable dermal cells. The selectivity helps preserve healthy tissue and
may support better functional and cosmetic outcomes.

Nexobrid is indicated for both adults and pediatric patients with deep partial thickness and/or full partial
thickness thermal burns. It is supplied with 5 grams of lyophilized powder mixed at bedside 15 mins prior
to application with 50 grams of supplied carrier gel. Each 55 gram of total mixed gel will cover up to
450cm2 (2.5% BSA) of the burn area. For adults, a thick 3 mm layer of mixed Nexobrid gel is to be
applied in one application to an area of up to 15 % BSA and left in place for 4 hours with an occlusive
dressing. A second application may be applied 24 hours later with the total area applied not to exceed 20
% BSA. For children age <6 y/o it may be applied up to a max BSA of 10 % and for children age > 6 y/o it
may be applied up to a maximum BSA of 15%. A second dose in pediatric patients is not recommended.
Once applied, Nexobrid breaks down eschar during a 4-hour application period, allowing clinicians to
remove the necrotic layer shortly afterward.

The efficacy of NexoBrid was shown in two adult studies and one pediatric study. In Study 1 (DETECT),
175 adults with 3—-30% BSA deep partial- or full-thickness burns were randomized to Nexobrid, standard
of care (SOC), or gel vehicle. Primary endpoint included the proportion of patients achieving 295% eschar
removal at the end of treatment for Nexobrid vs Gel Vehicle. NexoBrid achieved 295% eschar removal in
93% of patients compared with 4% using gel and reduced the need for surgery (4% vs 72% with SOC).
Eschar removal was also faster (median 1 day vs 3.8 days), and wound closure occurred sooner (31 vs
36 days).

Study 2 was a multicenter randomized trial in 182 adults (5-24% BSA) where only DPT burns were
evaluated. Primary endpoints included incidence of excision for eschar removal of deep partial-thickness
(DPT) wounds (per wound) This study found that Nexobrid lowered the need for surgical eschar removal
compared with SOC (Incidence of Surgical Eschar Removal (per subject) Nexobrid 22% vs SOC 77%).
Median time to 295% wound closure was 33 days with Nexobrid and 24 days with SOC.

The CIDS pediatric study included 145 children (aged 7 months to 18 years) with 1-30% BSA burns
evaluated similar primary endpoints to the prior adult studies completed. Median time to 295% eschar



removal was much faster with Nexobrid (0.99 days vs 5.99 days with SOC). Surgical eschar removal
occurred in 8% of Nexobrid patients vs 64% with SOC. Median time to 295% wound closure was similar
(32 vs 34 days), and time to full closure was 44 days for NexoBrid vs 43 days for SOC. Across all three
trials the following adverse events were reported pruritis, pyrexia, wound complication, anemia, vomiting,
insomnia and urinary tract infections. Since this medication contains bromelain sourced from pineapples,
there have been some hypersensitivity reactions that have been reported, it is contraindicated for use in
patients with known sensitivity to the active ingredient, bromelain, pineapples, papaya, and papain. Its
use is also to be avoided in patients with uncontrolled coagulation disorders and used with caution in
patients on blood thinners, have low platelet counts and increased risk of bleeding from other causes.
Nexobrid is indicated for use in thermal burns only and should not be used on the following types and
locations of burns due to lack of safety and effectiveness: Chemical or electrical burns, burns on the face,
perineum, or genitalia, burns on the feet of patients with diabetes mellitus or on the feet of patients with
occlusive vascular disease, circumferential burns, and burns in patients with significant cardiopulmonary
disease, including inhalation injury

It is also not recommended for wounds contaminated with radioactive and other hazardous substances,
treatment of burn wounds where medical devices (e.g., implants, pacemakers, shunts) or vital structures
(e.g., large vessels) could become exposed during eschar removal.

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (35 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (36 approved, 0 rejected).

Outcome: Nexobrid is a medical benefit that will be added to the medical cost share list and will require
prior authorization with the following criteria:
e Prescribed by or in consultation with a burn specialist, wound care specialist or surgeon; AND
e The member has deep partial thickness and/or full thickness THERMAL burns; AND
e No contraindications such as allergies to pineapple, papain, bromelain, papaya, or any other
ingredient listed as a potential for allergen AND
e Nexobrid will NOT be administered for treatment of any of the following:
o Burns on the face, perineum, or genitalia; and/or
o Burns on the feet of patients with diabetes mellitus or on the feet of patients and/or
o Burns in patients with occlusive vascular disease; and/or
o Burns in patients with significant cardiopulmonary disease, including inhalation injury;
and/or
o Burn wounds where medical devices (e.g., implants, pacemakers, shunts) or vital
structures (e.g., large vessels) could become exposed during eschar removal and/or
o Chemical or electrical burns and/or
o Circumferential burns; and/or
o Wounds contaminated with radioactive and other hazardous substances AND
e The total body surface area (TBSA) being treated per session does NOT exceed 20% BSA over 2
applications applied 24 hours apart.

GPI LEVEL: GPI-12
AUTHORIZATION DURATION: 2 days
QUANTITY LIMIT: 55g: 440g/treatment (Each covers up to 20% BSA)

RPH SIGNOFF REQUIRED: Yes



Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

AVTOZMA (tocilizumab-anoh)

Review: Avtozma is the third approved biosimilar for Actemra following Tofidence and Tyenne. Avtozma
is indicated for rheumatoid arthritis (RA), giant cell arteritis (GCA), Polyarticular Juvenile Idiopathic
Arthritis (pJIA), Systemic Juvenile Idiopathic Arthritis (sJIA), cytokine release syndrome (CRS), and
COVID-19. These indications are consistent with Actemra and the other biosimilars. Actemra remains the
sole product indicated for systemic sclerosis-associated interstitial lung disease (SSc-ILD).

Avtozma is available as 80 mg/4 mL, 200 mg/10 mL, and 400 mg/20 mL single dose vials for intravenous
infusions (interchangeable) and 162/0.9 mL single dose prefilled syringe (interchangeable) or prefilled
auto-injector for subcutaneous injection. The recommend dosage for intravenous and subcutaneous
Avtozma is consistent with Actemra and other biosimilars.

No new clinical trials were submitted for the approval of Avtozma. Approval was based on comparative
analytical assessments and bioavailability studies that demonstrated no clinically meaningful differences
between Avtozma and the parent product, Actemra. No new safety signals were identified with Avotzma
compared to Actemra.

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (34 approved, 0 rejected).

Financial Discussion: Kim Clark asked how the pricing of Avtozma compares to Tyenne. It was
confirmed that they are the same price per unit. No additional comments or questions. The committee
unanimously voted to accept the recommendations as presented. None were opposed (33 approved, 0
rejected).

Outcome: Avtozma IV Solution is a medical benefit for Commercial, Marketplace, and GHP Kids and will
require a prior authorization. Avtozma IV should be added to the medical benefit cost share list. When
processed at a specialty pharmacy, Avtozma IV should process on the Specialty tier or Brand NP for
members with a three-tier benefit. Avtozma IV Solution should be added to the Medical Benefit 76.0
Actemra Policy with the following changes:

Avtozma Auto-injector and Prefilled Syringe (self-administered) is a pharmacy benefit for and should be
added to the following tiers on the Commercial, Marketplace, and GHP Kids formulary. Avtozma Auto-
injector and Prefilled Syringe should be added to Commercial Policy 321.0 Actemra/ Tyenne Self-
Injectable Policy with the following changes:

2 Tier/CHIP 3 Tier 4 Tier ACA

Tier 2 — Brand Tier Tier 3 —Brand NP Tier | Tier 4 — Specialty tier Tier 6 — Specialty tier

Medical Benefit Policy 76.0 Actemra IV, Tyenne IV, Tofidence IV
1. Adults with moderate to severe rheumatoid arthritis

e Medical record documentation that member is 18 years of age or greater AND

e Prescription written by a rheumatologist AND

e Physician provided documentation of a diagnosis of moderate to severe rheumatoid
arthritis (made in accordance with the American College of Rheumatology Criteria for the
Classification of Diagnosis of Rheumatoid Arthritis) AND

e Medical record documentation that Actemra or tocilizumab biosimilars are not being used
concurrently with a TNF blocker or other biologic agent AND



e Medical record documentation of a therapeutic failure on, contraindication to or
intolerance to 12 weeks of a preferred adalimumab product*, Rinvoq*, Enbrel* OR
Xeljanz* AND

e For tocilizumab reference product requests (i.e. Actemra V)

o For patients naive to Actemra: medical record documentation of a
therapeutic failure on, intolerance to, or contraindication to tocilizumab-
bavi (Tofidence®), tocilizumab-aazg (Tyenne*), and tocilizumab-anoh
(Avtozma)

o For patients established on Actemra therapy: medical record
documentation of a therapeuitic failure on, intolerance to, or
contraindication to one of the following tocilizumab biosimilars:
tocilizumab-bavi (Tofidence*), tocilizumab-aazg (Tyenne*), or
tocilizumab-anoh (Avtozma)

*Requires prior authorization

Active systemic juvenile idiopathic arthritis (SJIA)

Prescription written by a rheumatologist AND

Patient is 2 years of age or older AND

Medical record documentation of a diagnosis of systemic juvenile idiopathic arthritis AND

Medical record documentation that Actemra or tocilizumab biosimilars are not being used

concurrently with a TNF blocker or other biologic agent AND

e For tocilizumab reference product requests (i.e. Actemra V)

o For patients naive to Actemra: medical record documentation of a therapeutic
failure on, intolerance to, or contraindication to tocilizumab-bavi (Tofidence*),
tocilizumab-aazg (Tyenne*), and tocilizumab-anoh (Avtozma)

o For patients established on Actemra therapy: medical record documentation of a
therapeutic failure on, intolerance to, or contraindication to one of the following
tocilizumab biosimilars: tocilizumab-bavi (Tofidence*), tocilizumab-aazg
(Tyenne®), or tocilizumab-anoh (Avtozma)

e o o o N

*Requires prior authorization

Active polyarticular juvenile idiopathic arthritis (PJIA)

Medical record documentation that member is 2 years of age or greater AND

Prescription is written by a rheumatologist AND

Medical record documentation of a diagnosis active polyarticular juvenile idiopathic arthritis or

juvenile rheumatoid arthritis AND

e Medical record documentation that Actemra or tocilizumab biosimilars are not being used
concurrently with a TNF blocker or other biologic agent AND

e Physician provided documentation of a therapeutic failure on, contraindication to or intolerance to
a minimum 3 month trial of two (2) preferred formulary biologics for the treatment of juvenile
idiopathic arthritis or juvenile rheumatoid arthritis AND

e For tocilizumab reference product requests (i.e. Actemra V)

o For patients naive to Actemra: medical record documentation of a therapeutic
failure on, intolerance to, or contraindication to tocilizumab-bavi (Tofidence*),
tocilizumab-aazg (Tyenne*), and tocilizumab-anoh (Avtozma)

o For patients established on Actemra therapy: medical record documentation of a
therapeutic failure on, intolerance to, or contraindication to one of the following
tocilizumab biosimilars: tocilizumab-bavi (Tofidence*), tocilizumab-aazg
(Tyenne®), or tocilizumab-anoh (Avtozma)

e o o W

*Requires prior authorization

4. Giant Cell Arteritis



Medical record documentation of a diagnosis of Giant Cell Arteritis AND

Prescription written by a rheumatologist AND

Patient is 18 years of age or older AND

Medical record documentation that Actemra or tocilizumab biosimilars are not being used
concurrently with a TNF blocker or other biologic agent AND

For tocilizumab reference product requests (i.e. Actemra V)

o For patients naive to Actemra: medical record documentation of a therapeutic
failure on, intolerance to, or contraindication to tocilizumab-bavi (Tofidence*),
tocilizumab-aazg (Tyenne*), and tocilizumab-anoh (Avtozma)

o For patients established on Actemra therapy: medical record documentation of a
therapeutic failure on, intolerance to, or contraindication to one of the following
tocilizumab biosimilars: tocilizumab-bavi (Tofidence®), tocilizumab-aazg
(Tyenne®), or tocilizumab-anoh (Avtozma)

*Requires prior authorization

Note to Reviewer: If Actemra, Tofidence IV, or Avtozma IV are being prescribed for COVID-19, see the
FDA website for Emergency Use Authorizations at https://www.fda.gov/emergency-preparedness-and-
response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization#coviddrugs for
current FDA authorized use. At this time, Actemra is authorized for inpatient use only for COVID-19 and
would not be covered for outpatient use.

AUTHORIZATION DURATION: Approval will be given for an initial duration of six (6) months. For
continuation of coverage, medical record documentation of clinical improvement or a lack of
progression in

the signs and symptoms of the targeted disease state at six (6) months of therapy is required.

After the initial six (6) month approval, subsequent approvals for coverage will be for a duration of one
(1) year. Reevaluation of coverage will be every one (1) year requiring medical record documentation
of continued or sustained improvement in the signs and symptoms of the targeted disease while on

therapy.

Actemra IV (tocilizumab), Tofidence IV (tocilizumab-bavi), Tyenne IV (tocilizumab-aazg), or Avtozma
(tocilizumab-anoh) will be considered medically necessary for Medicare line of business when all of the
following criteria are met:

1. Adults with moderate to severe rheumatoid arthritis

Medical record documentation that member is 18 years of age or greater AND

Prescription written by a rheumatologist AND

Physician provided documentation of a diagnosis of moderate to severe rheumatoid arthritis
(made in accordance with the American College of Rheumatology Criteria for the
Classification of Diagnosis of Rheumatoid Arthritis); AND

Medical record documentation that Actemra or tocilizumab biosimilars are not being used
concurrently with a TNF blocker or other biologic agent AND

Medical record documentation of a therapeutic failure on, contraindication to or intolerance to
at least one Disease-Modifying Anti-Rheumatic Drug (DMARD)

2. Active systemic juvenile idiopathic arthritis (SJIA)

Prescription written by a rheumatologist AND

Patient is 2 years of age or older AND

Medical record documentation of a diagnosis of systemic juvenile idiopathic arthritis AND
Medical record documentation that Actemra or tocilizumab biosimilars are not being used
concurrently with a TNF blocker or other biologic agent



3. Active polyarticular juvenile idiopathic arthritis (PJIA)
e Medical record documentation that member is 2 years of age or greater AND
e Prescription is written by a rheumatologist; AND
e Medical record documentation of a diagnosis active polyarticular juvenile idiopathic arthritis or
juvenile rheumatoid arthritis AND
e Medical record documentation that Actemra or tocilizumab biosimilars are not being used
concurrently with a TNF blocker or other biologic agent

4. Giant Cell Arteritis
e Medical record documentation of a diagnosis of Giant Cell Arteritis AND
e Prescription written by a rheumatologist AND
o Patient is 18 years of age or older AND
e Medical record documentation that Actemra or tocilizumab biosimilars are not being used
concurrently with a TNF blocker or other biologic agent

Note to Reviewer: If Actemra, Tofidence IV, or Avtozma IV are being prescribed for COVID-19, see
the FDA website for Emergency Use Authorizations at https://www.fda.gov/emergency-preparedness-
and-response/mcme-legal-regulatory-and-policy-framework/emergency-use-authorization#coviddrugs
for current FDA authorized use. At this time, Actemra is authorized for inpatient use only for COVID-
19 and would not be covered for outpatient use.

AUTHORIZATION DURATION: Approval will be given for an initial duration of six (6) months. For
continuation of coverage, medical record documentation of clinical improvement or a lack of
progression in

the signs and symptoms of the targeted disease state at six (6) months of therapy is required.

After the initial six (6) month approval, subsequent approvals for coverage will be for a duration of one
(1) year. Reevaluation of coverage will be every one (1) year requiring medical record documentation
of continued or sustained improvement in the signs and symptoms of the targeted disease while on
therapy.

Commercial Policy 321.0 Actemra and Tyenne Self Injectable
Rheumatoid Arthritis

e Medical record documentation that tocilizumab is prescribed by a rheumatologist AND

e Medical record documentation of a diagnosis of moderate to severe rheumatoid arthritis
(made in accordance with the American College of Rheumatology Criteria for the
Classification and Diagnosis of Rheumatoid Arthritis AND

e Medical record documentation of age greater than or equal to 18 years AND

e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to
a minimum 3 month trial of two (2) preferred formulary biologics for the treatment of
rheumatoid arthritis AND

¢ Medical record documentation that tocilizumab is not being used concurrently with a tumor
necrosis factor (TNF) blocker or other biologic agent AND

e For tocilizumab reference product requests (i.e. Actemra):

o For members naive to Actemra treatment: medical record documentation of
therapeutic failure on, intolerance to, or contraindication to two of the following
formulary tocilizumab biosimilars: tocilizumab-aazg (Tyenne) and tocilizumab-
anoh (Avtozma)

o For patients established on Actemra treatment: medical record documentation of
therapeutic failure on, intolerance to, or contraindication to one of the formulary
tocilizumab biosimilars: tocilizumab-aazg (Tyenne) or tocilizumab-anoh
(Avtozma)




MEDISPAN AUTHORIZATION LEVEL: GPI-14, number of claims authorized = 1, enter for one
month duration

QUANTITY LIMIT: No QLs need to be entered within the authorization unless the requested
quantity exceeds the QL.
¢ QL FORLETTER ONLY: 3.6 mL per 28 days

RE-AUTHORIZATION CRITERIA: Actemra, Tyenne, and Avtozma self-injectable are configured
as a prior authorization for new starts only. Actemra, Tyenne, and Avtozma self-injectable will no
longer be covered if it is identified that the member is not receiving appropriate follow-up care
from the prescribing specialist or if the member has greater than or equal to a 90 day break in
therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

Active polyarticular juvenile idiopathic arthritis (PJIA)

e Medical record documentation that tocilizumab is prescribed by a rheumatologist AND

e Medical record documentation of a diagnosis of active polyarticular juvenile idiopathic
arthritis or juvenile rheumatoid arthritis AND

e Medical record documentation of age greater than or equal to 2 years AND

e Medical record documentation of an intolerance to, contraindication to, or therapeutic failure
on a minimum 3 month trial of two (2) preferred formulary biologics for the treatment of
juvenile idiopathic arthritis or juvenile rheumatoid arthritis AND

e Medical record documentation that tocilizumab is not being used concurrently with a tumor
necrosis factor (TNF) blocker or other biologic agent AND

e For tocilizumab reference product requests (i.e. Actemra):

o For members naive to Actemra treatment: medical record documentation of
therapeutic failure on, intolerance to, or contraindication to two of the following
formulary tocilizumab biosimilars: tocilizumab-aazg (Tyenne) and tocilizumab-
anoh (Avtozma)

o For patients established on Actemra treatment: medical record documentation of
therapeutic failure on, intolerance to, or contraindication to one of the formulary
tocilizumab biosimilars: tocilizumab-aazg (Tyenne) or tocilizumab-anoh
(Avtozma)

MEDISPAN AUTHORIZATION LEVEL: GPI-14, number of claims authorized = 1, enter for one
month duration

QUANTITY LIMIT: No QLs need to be entered within the authorization unless the requested
quantity exceeds the QL.
e QL FORLETTER ONLY: 3.6 mL per 28 days

RE-AUTHORIZATION CRITERIA: Actemra, Tyenne, and Aviozma self-injectable are configured
as a prior authorization for new starts only. Actemra, Tyenne, and Avtozma self-injectable will no
longer be covered if it is identified that the member is not receiving appropriate follow-up care
from the prescribing specialist or if the member has greater than or equal to a 90 day break in
therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

Active systemic juvenile idiopathic arthritis (SJIA)
e Medical record documentation that tocilizumab Self Injectable is prescribed by a
rheumatologist AND




o Medical record documentation of a diagnosis of active systemic juvenile idiopathic arthritis
AND

e Medical record documentation of age greater than or equal to 2 years AND

e Medical record documentation that tocilizumab is not being used concurrently with a tumor
necrosis factor (TNF) or other biologic agent AND

e For tocilizumab reference product requests (i.e. Actemra):

o For members naive to Actemra treatment: medical record documentation of
therapeutic failure on, intolerance to, or contraindication to two of the following
formulary tocilizumab biosimilars: tocilizumab-aazg (Tyenne) and tocilizumab-
anoh (Avtozma)

o For patients established on Actemra treatment: medical record documentation of
therapeutic failure on, intolerance to, or contraindication to one of the formulary
tocilizumab biosimilars: tocilizumab-aazg (Tyenne) or tocilizumab-anoh
(Avtozma)

MEDISPAN AUTHORIZATION LEVEL: GPI-14, number of claims authorized = 1, enter for one
month duration

QUANTITY LIMIT: No QLs need to be entered within the authorization unless the requested
quantity exceeds the QL.
¢ QL FORLETTER ONLY: 3.6 mL per 28 days

RE-AUTHORIZATION CRITERIA: Actemra, Tyenne, and Avtozma self-injectable are configured
as a prior authorization for new starts only. Actemra, Tyenne, and Avtozma self-injectable will no
longer be covered if it is identified that the member is not receiving appropriate follow-up care
from the prescribing specialist or if the member has greater than or equal to a 90 day break in
therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

Giant Cell Arteritis

e Medical record documentation that tocilizumab Self Injectable is prescribed by a
rheumatologist AND

¢ Medical record documentation of a diagnosis of giant cell arteritis AND

e Medical record documentation that tocilizumab is being prescribed in combination with oral
glucocorticoids AND

¢ Medical record documentation that tocilizumab is not being used concurrently with a tumor
necrosis factor (TNF) blocker or other biologic agent

e For tocilizumab reference product requests (i.e. Actemra):

o For members naive to Actemra treatment: medical record documentation of
therapeutic failure on, intolerance to, or contraindication to two of the following
formulary tocilizumab biosimilars: tocilizumab-aazg (Tyenne) and tocilizumab-
anoh (Avtozma)

o For patients established on Actemra treatment: medical record documentation of
therapeutic failure on, intolerance to, or contraindication to one of the formulary
tocilizumab biosimilars: tocilizumab-aazg (Tyenne) or tocilizumab-anoh
(Avtozma)

MEDISPAN AUTHORIZATION LEVEL: GPI-14, number of claims authorized = 1, enter for one
month duration

QUANTITY LIMIT: No QLs need to be entered within the authorization unless the requested
quantity exceeds the QL.
¢ QL FORLETTER ONLY: 3.6 mL per 28 days



RE-AUTHORIZATION CRITERIA: Actemra, Tyenne, and Avtozma self-injectable are configured
as a prior authorization for new starts only. Actemra, Tyenne, and Avtozma self-injectable will no
longer be covered if it is identified that the member is not receiving appropriate follow-up care
from the prescribing specialist or if the member has greater than or equal to a 90 day break in
therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

NOTE: Although traditionally the erythrocyte sedimentation rate and/or C-reactive protein are
high in giant cell arteritis, the range of values for both test is broad and non-specific.

Systemic Sclerosis-Associated Interstitial Lung Disease (SSc-ILD) (ACTEMRA ONLY)

¢ Medical record documentation that Actemra Self Injectable is prescribed by or in
consultation with a pulmonologist and/or rheumatologist AND

e Medical record documentation of age greater than or equal to 18 years AND

e Medical record documentation of a diagnosis of systemic sclerosis according to American
College of Rheumatology (ACR) and European League Against Rheumatism (EULAR)
AND

¢ Medical record documentation that Actemra is not being used concurrently with a tumor
necrosis factor (TNF) blocker or other biologic agent

e Medical record documentation of systemic sclerosis related to interstitial lung disease
confirmed by all of the following:

o greater than or equal to 10% fibrosis on a chest high resolution computer

tomography AND

o forced viral capacity (FVC) greater than or equal to 40% of predicted normal
AND

o DLCO (diffusion capacity of the lung for carbon monoxide) 30-89% of predicted
normal

*NOTE: ACR/EULAR Diagnostic Criteria for Systemic Sclerosis:

Item Sub-item(s) Weight/scoref

Skin thickening of the fingers of both hands extending proximal - 9
to the metacarpophalangeal joints {suficient criterion)

Skin thickening of the fingers (only count the Rhigher scove) Puffy fingers 2
Seclerodactyly of the fingers (distal to the 4
metacarpophalangeal joints but
proximal to the proximal
interphalangeal joints)
Fingertip lesions (only count the higher scove) Digital tip uleers 2
Fingertip pitting scars 3
Telangiectasia - 2
Abnormal nailfold capillaries - 2
Pulmonary arterial hypertension and/or interstitial lung disease Pulmonary arterial hypertension 2
(mavimum score is 2) Interstitial lung disease 2
Raynaud's phenomenon - 3
SSc-related autoantibodies (anticentromere, Anticentromere 3
anti-topoisomerase | [anti-Scl-70]. anti-RNA Anti-topoisomerase |
polymerase 111} (maximaen score is 3) Anti-RNA polymerase 111

* These criteria are applicable to any patient considered for inclusion in an $8¢ study. The criteria are not applicable to patients with skin thickening
sparing the fingers or to patients who have a scleroderma-like disorder that better explains their manifestations {e.g., nephrogenic sclerosing fibrosis,
generalized morphea, eosinophilic fasciitis, scleredema diabeticorum, scleromyxedema, erythromyalgia, porphyria, lichen sclerosis, graft-versus-host
disease, diabetic cheiroarthropathy).

t The total score is determined by adding the maximum weight (score) in each category. Patients with a total score of =9 are classified as having
definite SSe.

MEDISPAN AUTHORIZATION LEVEL: GPI-14, number of claims authorized = 1, enter for one
month duration
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QUANTITY LIMIT: No QLs need to be entered within the authorization unless the requested
quantity exceeds the QL.
e QL FORLETTER ONLY: 3.6 mL per 28 days

RE-AUTHORIZATION CRITERIA: Actemra self-injectable is configured as a prior authorization
for new starts only. Actemra self-injectable will no longer be covered if it is identified that the
member is not receiving appropriate follow-up care from the prescribing specialist or if the
member has greater than or equal to a 90 day break in therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

CoviD-19
If Actemra, Tyenne, or Avtozma are being prescribed for COVID-19, see the FDA website for
Emergency Use Authorizations at https://www.fda.gov/emergency-preparedness-and-
response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization#coviddrugs for
current FDA authorized use. At this time, Actemra, Tyenne, or Avtozma are authorized for inpatient
use only for COVID-19 and would not be covered for outpatient use.

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

TYRUKO (natalizumab-sztn)

Review: Tyruko is the first Tysabri biosimilar and is indicated for the treatment of multiple sclerosis and
Crohn’s disease. Tyruko is indicated as monotherapy for the treatment of relapsing forms of multiple
sclerosis, to include clinically isolated syndrome, relapsing-remitting disease, and active secondary
progressive disease, in adult patients and for inducing and maintaining clinical response and remission in
adult patients with moderately to severely active Crohn’s disease with evidence of inflammation who have
had an inadequate response to, or are unable to tolerate, conventional CD therapies and inhibitors of
TNF-a.

The recommended dosage is 300 mg infused intravenously over one hour, every four weeks. It is
supplied as 300 mg/15 mL (20 mg/mL) solution in a single-dose vial for dilution prior to infusion.

The approval of Tyruko comes from pharmacokinetic studies in healthy subjects as well as a comparative
clinical study in patients with relapsing/remitting MS showing no clinically meaningful differences between
Tyruko and Tysabri in terms of pharmacokinetics, efficacy, safety, and immunogenicity. Warnings and
precautions are consistent the known safety profile of natalizumab and no new safety signals were
identified during the studies.

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: Dr. Yarczower asked if we discussed the contents of this review with neurology?
Kim R. responded that we did reach out but have not yet heard back. She will follow-up with them again.
No additional comments or questions. The committee unanimously voted to accept the recommendations
as presented. None were opposed (33 approved, 0 rejected).

Financial Discussion: Aubrielle asked if Tyruko was being added to formulary to which Kim R.
responded she did not add it to match the current coding for Tysabri. No additional comments or
questions. The committee unanimously voted to accept the recommendations as presented. None were
opposed (35 approved, 0 rejected).

Outcome: Tyruko is a medical benefit that will require prior authorization. Tyruko will be added to the
medical benefit cost share list. It is recommended that Tyruko be added to Medical Benefit Policy 57.0 for
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Tysabri with the following changes:

Medical Benefit Policy 57.0

Tysabri

(natalizumab) will be considered medically necessary for commercial, exchange, and CHIP lines

of business when all of the following criteria are met:

1.

OR

Relapsing Multiple Sclerosis

Tysabri is considered medically necessary for the treatment of relapsing forms of multiple
sclerosis, including clinically isolated syndrome, relapsing-remitting disease, and active
secondary progressive disease when the following criteria are met:

e Medical record documentation of member being established on and responding to
Tysabri or Tyruko AND
e For natalizumab reference product requests (i.e. Tysabri): medical record documentation of a
therapeutic failure on, intolerance to, or contraindication to natalizumab-sztn (Tyruko)

e Medical record documentation of a diagnosis of a relapsing form of multiple sclerosis,
including clinically isolated syndrome, relapsing-remitting disease, and active secondary
progressive disease AND

e Medical record documentation that the patient 18 years or older AND

e Medical record documentation that Tysabri or Tyruko is being prescribed by a neurologist
AND

e Physician documentation that Tysabri or Tyruko is being used as monotherapy is
provided AND

e Medical record documentation that the member has been tested for anti-JCV antibody
prior to start of Tysabri or Tyruko therapy

o If patient is anti-JCV antibody positive, medical record documentation that
benefits of drug outweigh the risks of progressive multifocal leukoencephalopathy
(PML) and patient is aware of increased PML risk

AND

e Medical record documentation of therapeutic failure on, contraindication to, or intolerance
to two formulary alternatives OR medical record documentation of highly active disease
course requiring aggressive treatment

AND

e For natalizumab reference product requests (i.e. Tysabri): medical record documentation
of a therapeutic failure on, intolerance to, or contraindication to natalizumab-sztn (Tyruko)

NOTE: According to the American Academy of Neurology recommendation, Tysabri may be
considered as a first line therapy in individuals with relapsing remitting multiple sclerosis who
exhibit particularly aggressive initial course of disease and in whom the potential benefit is felt to
outweigh the risk. Patients with a poor prognosis/aggressive disease include those with a heavy
T2 lesion load, lesions in brain stem, cerebellum, and spinal cord.

LIMITATIONS:
e Cannot be used in combination with immunosuppressants (i.e. 6-mercaptopurine,
azathioprine, cyclosporine, methotrexate) or inhibitors of TNF-alpha

AUTHORIZATION DURATION:

Initial authorization and reauthorizations for MS will be for a period of one (1) year. For re-
authorization, medical record documentation of patient adherence to medication and
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improvement or stabilization of the multiple sclerosis disease course while on Tysabri therapy will
be required.

e For patients who were previously anti-JCV antibody negative, medical record
documentation that physician has re-tested for anti-JCV antibody status within the last 12
months.

e For patients who were anti-JCV antibody positive at baseline or on re-test, medical record
documentation that benefits of continuing drug outweigh risks.

Crohn’s disease
Tysabri or Tyruko is considered medically necessary as a second line therapy after conventional
therapy and TNF inhibitors, when the following criteria are met:

The insured individual

e Must be 18 years of age or older AND

e Has had a formal consultation with a gastroenterologist and recommendation for
treatment with natalizumab AND

e Has a diagnosis of active Crohn’s disease considered to be moderate or severe based on
clinical signs and symptoms AND documented contraindication to, intolerance to, or
failure on adequate conventional therapy; (corticosteroids, 5-aminosalicylates, and/or 6-
mercaptopurine/azathioprine, methotrexate) AND an inadequate response to,
contraindication to, or failure on 12 weeks of adalimumab (Humira) therapy and 12 weeks
of infliximab (Remicade) therapy AND

e Is enrolled in a risk-minimization program, called the TOUCH™ Prescribing Program or
Tyruko REMS Program

AND

e For natalizumab reference product requests (i.e. Tysabri): medical record documentation
of a therapeutic failure on, intolerance to, or contraindication to natalizumab-sztn (Tyruko)

AUTHORIZATION DURATION:
Initial approval for treatment of Crohn’s disease will be for 12 weeks. For continuation of
coverage, the following information is required for submission by the prescribing provider:
e Documentation of therapeutic benefit AND
e Documentation that concomitant steroids will be discontinued within 6 months of starting
therapy.
Subsequent approvals will be for a 6 month time frame.

CONTRAINDICATIONS:

Natalizumab is contraindicated in patients who have or have had progressive multifocal
leukoencephalopathy (PML) or with known hypersensitivity to natalizumab or any of its
components.

LIMITATIONS:

Tysabri and Tyruko are FDA-approved for use only as a stand-alone treatment that cannot be
administered in conjunction with additional MS treatments. Combining other therapies with
natalizumab is thought to increase the risk of PML.

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

PALSONIFY (paltusotine)

Review: Palsonify, an orphan drug, is a somatostatin receptor nonpeptide agonist that is FDA approved
for the treatment of acromegaly in adults who had an inadequate response to surgery and/or for whom
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surgery is not an option. Its’ mechanism of action is to act like our natural hormone, somatostatin. It works
to suppress growth hormone (GH) and insulin-like growth factor-1 (IGF-1). It has selective agonism for the
somatostatin receptor2 (SSTR2) and little to no affinity for any other SST receptor.

Palsonify is recommended to be initiated at 40 mg once daily. It may be temporarily reduced to 20 mg if
needed based on tolerability. Once adverse reactions are resolved, the 40 mg strength should be
resumed. After 2 to 4 weeks on the 40 mg dose, it should be titrated to 60 mg once daily based on IGF-1
levels. Dose should be modified when certain drug interactions exist. If used along with moderate or
strong CYP3A4 inducers, Palsonify dose may need to be increased. The dose should not exceed 2 to 3-
fold the dose prior to concomitant use or 120 mg daily, whichever is less. If patient already taking a proton
pump inhibitor, an increased dose may be needed; otherwise, avoid initiating a PPI in those already on
Palsonify 60 mg. Palsonify is best taken with water on an empty stomach, at least 6 hours after a meal
(e.g. overnight fasting) and at least 1 hour prior to next meal. It is available in 20 mg and 30 mg tablets,
pink and yellow in color, respectively.

Acromegaly is the result from persistent hypersecretion of growth hormone (GH). Excess GH stimulates
excessive hepatic secretion of insulin-like growth factor-1 (IGF-1). Signs of acromegaly may take many
years to present. Diagnosis is based on serum IGF-1 biochemical test. Oral glucose tolerance test
(OGTT) can also be used to measure the dynamics of GH. Pituitary MRI is not used for diagnosis but may
be used to help identify causes of excess GH. Clinical manifestations can vary. Some effects can result
directly from a pituitary adenoma like headaches, cranial nerve palsies, or visual field defects. Some can
result from pituitary dysfunction like hypogonadism that can cause menstrual dysfunction, vaginal
atrophy, or hot flashes in women, or erectile dysfunction, loss of libido, loss of facial hair growth, decrease
in testicular volume in men. Somatic effects include acral and soft tissue overgrowth/skin thickening,
arthropathy of joint, back pain, increased risk of vertebral fractures, enlargement of visceral organs such
as thyroid, heart, liver, lungs, and kidneys. Metabolic effects include insulin resistance, over diabetes and
impaired glucose tolerance.

Goals of therapy for those with acromegaly is to lower serum IGF-1 within normal range for the patients’
age and gender, control adenoma size, improve symptoms, and reverse metabolic effects. Initial
treatment often depends on size and location of adenoma, presence of symptoms, and patients’ ability to
undergo surgery. Most patients with microadenoma, with macroadenoma that is fully resectable, or
macroadenoma causing impairment of vision will get surgery. Residual disease post-surgery may require
need for second surgery and/or medication treatment. Those who need medication as primary therapy
include those with an adenoma that is not fully resectable or are poor surgical candidates. When starting
medication therapy, somatostatin receptor ligands (SRL) are usually started first, although pegvisomant
may be used as well. Pegvisomant is more commonly used as add on treatment to SRL for combination
treatment when IGF-1 response is suboptimal. The 2 most common SRLs include octreotide and
lanreotide due to response seen and being well tolerated by patients, having minimal impact on glucose
homeostasis. Pasireotide is another SRL but often causes or worsens hyperglycemia. There is an oral
agents as an options called Mycapssa (octreotide). These are maintenance options for those who have
positively responded to and tolerated treatment with injectable octreotide or lanreotide. It is reported that
since Mycapssas’ authorization and release to market, uptake has been minimal given cost increase with
no real additional clinical benefit besides ease of administration. (Palsonify) would be the second oral
option.

Effectiveness of Palsonify was evaluated in 2 randomized, double-blind, parallel group, placebo-
controlled clinical studies. Study 1 (PATHFNDR-1) enrolled 111 adults with biochemically uncontrolled
acromegaly who were either treatment naive (46) or not on treatment within the previous 4 months (36 —
Not Medically Treated group) or were previously treated but washed-out during screening (29 — Washout
group). 95% of participants received pituitary surgery. The IGF-1 levels of the Not Medically Treated
Group were to be >/= 1.3 ULN at screening and for Washout Group to be </=1.0 x ULN at screening and
>/=1.1 x ULN with a 30% or more rise after washout. 54 were randomized to Palsonify and 57 to placebo
for 24-week treatment period. Whatever dose established by week 12 was carried out through remainder
of study, although dose may be decreased for tolerability issues. The primary endpoint was the proportion
of Palsonify participants achieving biochemical control (IGF-1 </=1.0 x ULN compared to placebo. At
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week 24, 56% of Palsonify participants achieved biochemical control compared to 5% of placebo group.
Those who achieved IGF-1 normalization during Study 1 did so within first 2 to 4 weeks. With sustained
response to end of treatment period. A post hoc subgroup analysis for the primary efficacy endpoint
evaluating the response rate showed that Palsonify-treated participants had numerically lower severity of
symptom score associated with acromegaly measured via a patient-reported tool.

Study 2 (PATHFNDR-2) enrolled 58 participants who were previously biochemically controlled on
injectable depot octreotide or lanreotide formulations. 86% of participants received pituitary surgery. 30
were randomized to receive Palsonify and 28 to placebo for a 36-week treatment period. Whatever dose
that was established in week 24 was carried through to end of 36-week study window. The primary
endpoint was the proportion of Palsonify participants with biochemical response maintenance compared
to placebo-treated participants. At week 36, 83% of Palsonify participants maintained biochemical control
compared to 4% of placebo.

Adverse reactions were assessed in both studies. Adverse reactions that occurred in >/=5% of Palsonify
treated participants and 5% greater incidence than placebo group. Study 1 reported diarrhea, abdominal
pain, nausea, sinus bradycardia, and hyperglycemia. Study 2 reported diarrhea, nausea, decreased
appetite, palpitations, gastroenteritis, and hyperglycemia. There are precautions to monitor as well. First
is cholelithiasis and its complications (acute cholecystitis and pancreatitis); Palsonify should be
discontinued if this arises. Hyperglycemia and hypoglycemia may occur; antidiabetic medications should
be started or adjusted as needed. Cardiac conduction abnormalities such as bradycardia, sinus arrest,
and atrioventricular block were seen; medication correction is advised as needed. Hypothyroidism is
possible; thyroid function should be regularly monitored and treated medically as necessary. Steatorrhea,
stool discoloration, loose stool, bloating, and weight loss can occur; dose adjustment or alternative
medication may need to be considered. Finally, decreased vitamin B12 levels are possible in SRL use;
levels should be monitored and supplementation may be advised as needed. Palsonify use in pregnant or
lactating females is not recommended due to lack of data. Safety and efficacy have not been established
in pediatric patients. No difference in safety or effectiveness seen in those 65 years of age or older. No
hepatic or kidney dose adjustments needed for impaired function.

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (31 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (35 approved, 0 rejected).

Outcome: Palsonify is a pharmacy benefit and is recommended not to be added to the Commercial,
Exchange, and CHIP formularies. It will require prior authorization with the following criteria:

e Medical record documentation of age greater than or equal to 18 years AND

e Medical record documentation that the medication is prescribed by or in consultation with an

endocrinologist and/or acromegaly specialist AND
e Medical record documentation of a diagnosis of acromegaly AND
e One of the following:
o Medical record documentation that the patient has an insufficient response to surgery

and/or radiotherapy OR

o Medical record documentation that the patient is not a candidate for surgery and/or
radiotherapy

o AND

e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to
Octreotide Solution Injection.

GPI Level: GPI-12
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Authorization Duration:

- Initial Authorization Duration:

o Commercial, Exchange, CHIP: 6 months

- Reauthorization Duration:

o All Lines of business: 12 months
Quantity Limit: 2 Tablets per day
Reauthorization Criteria (All Lines of Business):

- Medical record documentation or attestation of continued disease improvement or lack of disease
progression. The medication will no longer be covered if the member experiences unacceptable
toxicity or worsening of disease.

Formulary Alternatives: Octreotide Acetate Solution (50mcg/mL, 100mcg/mL, 200mcg/mL, 500mcg/mL,
1000mcg/mL)
Require RPH Sign off: Yes

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

JASCAYD (nerandomilast)

Review: Jascayd is a first in class medication that exhibits preferential inhibition of phosphodiesterase 4B
(PDE4B) receptors. Jascayd is indicated for the treatment of idiopathic pulmonary fibrosis and
progressive pulmonary fibrosis in adults. Idiopathic pulmonary fibrosis is a chronic lung disease of
unknown cause characterized by fibrosis, or scarring, in the lung tissue; it is most common among older
adults and certain environmental factors including cigarette smoking and exposure to metal dusts can
increase the risk of developing idiopathic pulmonary fibrosis. PDE4B inhibition exhibited by Jascayd can
reduce inflammation and fibrotic remodeling characteristic of fibrotic lung diseases including idiopathic
pulmonary fibrosis and progressive pulmonary fibrosis. Jascayd is available in 9 mg and 18 mg tablet
strengths; the target dose of Jascayd is 18 mg twice daily.

There are two phase 3, double-blind, placebo-controlled, randomized controlled trials that assessed the
safety and efficacy of Jascayd. The FIBRONEER-IPF and FIBRONEER-ILD trials assessed the safety
and efficacy of Jascayd in idiopathic pulmonary fibrosis and progressive pulmonary fibrosis, respectively.
In the FIBRONEER-IPF trial, the primary endpoint of absolute change in forced vital capacity (FVC)
showed treatment differences of 68.8 mL (P<0.001) in patients receiving Jascayd 18 mg versus placebo
and 44.9 mL (P=0.02) in patients receiving Jascayd 9 mg versus placebo; overall, there was a statistically
significant reduction in FVC decline versus placebo in both dosage groups versus placebo. However, it
was found that, in patients taking background anti-fibrotic therapy with pirfenidone, only the 18 mg
Jascayd dose showed efficacy in reducing FVC decline; this is because pirfenidone decreases serum
concentrations of Jascayd up to 50%. In the FIBRONEER-ILD trial, the primary endpoint of absolute
change in FVC showed treatment differences of 67.2 mL (P<0.001) and 81.1 mL (P<0.001) for the 18 mg
and 9 mg doses, respectively, versus placebo; therefore, both dosage strengths showed statistically
significant reductions in FVC decline versus placebo. The FIBRONEER-IPF and FIBRONEER-ILD trials
established Jascayd as an effective treatment option in both idiopathic and progressive pulmonary
fibrosis both as monotherapy and as add-on therapy to background anti-fibrotic agents.

There are no contraindications associated with the use of Jascayd. The most common adverse event that
occurred in clinical trials was diarrhea; incidence of diarrhea was higher in individuals on background anti-
fibrotic therapy with nintedanib. Less frequent adverse events reported include decrease in weight,
decrease in appetite, upper respiratory tract infections, headache, back pain, and dizziness. In individuals
who are unable to tolerate the recommended dose of Jascayd (18 mg twice daily), it is acceptable to
reduce the dose to 9 mg twice daily. However, the dose should not be reduced in individuals who are
taking pirfenidone concomitantly as pirfenidone reduces serum concentrations of Jascayd, leading to
reduced efficacy.

16



A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: Dr. Yarczower identified a typographical error in the criteria which Lauren will
correct with the final version. No additional comments or questions. The committee unanimously voted to
accept the recommendations as presented. None were opposed (33 approved, 0 rejected).

Financial Discussion: Dr. Yarczower suggested that we reach out to pulmonology to review the
recommendations. No additional comments or questions. The committee unanimously voted to accept
the recommendations as presented. None were opposed (33 approved, 0 rejected).

Outcome: Jascayd will be a pharmacy benefit and will not be added to the Commercial/Exchange/CHIP
formularies. Jascayd will require a prior authorization with the following criteria:

For Use in Idiopathic Pulmonary Fibrosis:

- Medical record documentation that the diagnosis of interstitial pulmonary fibrosis (IPF) is made by
an interdisciplinary team including, but not limited to, specialists from Pulmonary Medicine,
Radiology, Thoracic Surgery, Pathology, and/or Rheumatology AND

- Medical record documentation of age greater than or equal to 18 years AND

- Medical record documentation of a diagnosis of idiopathic pulmonary fibrosis (IPF), confirmed by
one of the following:

o A usual interstitial pneumonia (UIP) pattern on high resolution CT (HRCT) scan alone OR
o Both high resolution CT (HRCT) and surgical lung biopsy pattern suggestive of idiopathic
pulmonary fibrosis (IPF) or probable IPF AND

- Medical record documentation of the exclusion of other known causes of interstitial lung disease
(e.g., domestic and occupational environmental exposures, connective tissue disease, and drug
toxicity) AND

- Medical record documentation that the patient was taught pulmonary rehabilitation techniques
AND

- Medical record documentation of an intolerance to, contraindication to, or therapeutic failure of
two (2) preferred formulary treatments for IPF (pirfenidone, nintedanib [Ofev])

For Use in Chronic Fibrosing Interstitial Lung Disease (ILDs) with a Progressive Phenotype
(Progressive Pulmonary Fibrosis):
- Prescription written by or in consultation with a pulmonologist and/or rheumatologist AND
- Medical record documentation of patient age greater than or equal to 18 years AND
- Medical record documentation of a diagnosis of chronic fibrosing interstitial lung diseases (ILDs)
with a progressive phenotype AND
- Medical record documentation of chronic interstitial lung disease confirmed by all of the following:
o Greater than or equal to 10% fibrosis on a chest HRCT scan AND
o FVC >45% of predicted normal AND
o DLCO (diffusion capacity of the lung for carbon monoxide) > 25% of predicted normal
AND
- Medical record documentation of interstitial lung disease progression within 24 months despite
appropriate management with documentation of one of the following:
o FVC decline > 10% OR
o FVC decline 5% to > 10% with documentation of either worsening symptoms OR
increasing fibrotic changes on imaging OR
o Documentation of both worsening symptoms AND increasing fibrotic changes on imaging
AND
- Medical record documentation of an intolerance to, contraindication to, or therapeutic failure of
nintedanib (Ofev)

GPI Level: GPI-12

Auth Duration (Commercial/CHIP/Exchange): 12 months
Quantity Limit: 60 tablets for 30 days
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Reauthorization Info: Evidence of clinical improvement or stabilization of pulmonary fibrosis
Formulary Alternatives: pirfenidone, Ofev (IPF); Ofev (PPF)
Require RPH Sign off: Yes

ADDITIONAL RECOMMENDATIONS: There are currently no anti-fibrotic therapies for IPF on the
Commercial formulary. To align with the Exchange formulary, it is recommended to add both pirfenidone
267 mg capsules and pirfenidone 267 mg tablets to the Commercial formulary at the generic tier,
requiring prior authorization and a quantity limit of 270 capsules/tablets per 30 days, limited to a 1 month

supply per fill.

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

RHAPSIDO (remibrutinib)

Review: Rhapsido is an oral Bruton’s tyrosine kinase (BTK) inhibitor indicated for the treatment of chronic
spontaneous urticaria (CSU) in adult patients who continue to experience symptoms while on H1
antihistamine treatment. CSU is a mast-cell (MC) mediated skin condition which is defined as the
occurrence of unpredictable itchy wheals (hives), angioedema, or a combination of the two for six weeks
or more. CSU primarily affects females who are 30-50 years of age. About 40% of patients with CSU
have a Dermatology Life Quality Index of greater than 10, which means they have a very large or
extremely large negative effect on their quality of life. At the cellular level, CSU occurs from the IgE and
IgG mediated autoimmunity that are responsible for the activation and degranulation of mast cells. This
process occurs via the crosslinking of the IgE receptor FceRI through IgE and IgG autoantibodies activate
intracellular signaling proteins like BTK. This activation results in the release of inflammatory mediators
such as histamine and cytokines. Rhapsido inhibits mast cell and basophil degranulation through its
inhibition of BTK. This prevents the release of histamine and other inflammatory mediators.

Rhapsido is an oral tablet that comes in a 25 mg dose. The recommended dose of Rhapsido is 25 mg by
mouth twice daily, with or without food. Rhapsido should not be split, crushed, or chewed while
administered. While oral H1 antihistamine treatment is first line, Rhapsido is meant to be used secondarily
for patients who continue to experience symptoms from CSU. The international
EAACI/GA2LEN/EuroGuiDerm/APAAACI guideline for the definition, classification, diagnosis, and
management of urticaria and the American College of Allergy, Asthma, and Immunology guidelines
recommend patients use standard dosing of second generation H1 antihistamines as first line therapy. If
this is ineffective, it is recommended to use these antihistamines at an increased dose of up to four times
standard dosing. Following this trial, biologic therapy including Xolair (omalizumab) and Dupixent
(dupilumab) are approved by the FDA for refractory CSU. Both of these medications are injectable
medications. Rhapsido is different as it is the first oral medication with the FDA approval for CSU.

There are two phase three, double-blinded, randomized, placebo-controlled clinical trials that showcase
the safety and efficacy of Rhapsido. REMIX-1 and REMIX-2 were identical 52-week long trials that sought
to prove the superiority of Rhapsido over placebo in treating CSU. All patients enrolled in the trials had to
be diagnosed with CSU and remain uncontrolled despite being on maximally tolerated treatment of H1
antihistamines. In order to be classified as uncontrolled, patients needed to experience hives and/or
itching for six or more weeks, have a weekly urticaria activity score (UAS7) greater than or equal to 16,
have a weekly itch severity score (ISS7) greater than or equal to 6, and a weekly hives severity score
(HSS7) greater than or equal to 6 for seven days prior to randomization. In the studies, patients were
randomly assigned Rhapsido or placebo in a 2:1 randomization. Patients took their respective therapy
twice daily for a duration of 24 weeks. Following this period, patients were then moved into an open-label
phase where all participants received Rhapsido 25 mg twice daily for an additional 28 weeks.

Within these studies, the primary endpoint was change from baseline at week 12 in the UAS7, which had
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the participants assess their itch severity and number of hives twice daily as well as record which
antihistamines were taken that day. Key secondary endpoints included change from baseline at week 12
in ISS7 and HSS7 as well as proportion of patients obtaining UAS7 < 6 and UAS7 = 0 at week 12, and
UASY < 6 at week 2. The results of this study did include an improvement from baseline in UAS7 as early
as week one of the study, and these results continued throughout the rest of the study. Additionally, those
who switched from placebo to Rhapsido at week 24 saw improvement from that point forward. Both of
these studies did find a statistically significant difference between Rhapsido and placebo in improvement
in ISS7 at week 12 and at the end of the study.

A REMIX-1
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Remibrutinib 25 mg twice daily 297 287 274 264 257 255 246 245 243 241 238 223 224 222
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Between both studies, the pooled safety data revealed that infections (45.4%) were the most common
adverse event that occurred (COVID-19: 15.5%, nasopharyngitis: 9.1%, upper respiratory tract infections:
5.6%, and urinary tract infections: 4.6% were the most common). Other common adverse events included
headaches (7.8%) and petechiae (4.0%). Overall, all adverse events related to treatment that were
experienced were labeled as predominantly mild or moderate.

Studies of Rhapsido use in special populations including pregnant patients, pediatric patients, and
geriatric patients are limited. There are currently insufficient studies to demonstrate the safety of
Rhapsido usage during pregnancy, although animal data is available for review. There are no human or
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animal studies available to demonstrate the safety of Rhapsido during lactation. Rhapsido has not been
studied in the pediatric population, and current clinical trials have not included anybody above the age of
85. Most patients involved in Rhapsido clinical trials fell in the 18—65-year age range. Additionally,
Rhapsido should be avoided in patients with mild, moderate, or severe hepatic impairment as exposure is
increased with any degree of hepatic impairment. Before initiating Rhapsido in any of these populations,
an informed decision must be made while weighing the risks and benefits of treatment. Finally, as of now,
Rhapsido does not have any contraindications for use.

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (30 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (34 approved, 0 rejected).

Outcome: Rhapsido is a pharmacy benefit that will not be added to the commercial/exchange/CHIP
formularies. The following prior authorization criteria will apply:
e Medical record documentation that Rhapsido is prescribed by an allergist, immunologist, or
dermatologist AND
e Medical record documentation of a diagnosis of moderate to severe chronic spontaneous urticaria
AND
e Medical record documentation of at least 6 weeks history of symptoms (e.g., hives associated
with itching, angioedema) AND
e Medical record documentation of age 18 years or older AND
e Medical record documentation of contraindication to, therapeutic failure on, or intolerance to a
four-week trial of ALL of the following treatment options:
o At least two different high dose antihistamines AND
o Maximum dose antihistamine(s) used in combination with a leukotriene receptor
antagonist (e.g. montelukast) AND
o High dose antihistamine used in combination with H2 receptor antagonist (e.g. ranitidine)
AND
o Dose advancement of potent antihistamine (e.g., doxepin or hydroxyzine) AND
e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to at
least 2 formulary medications approved for CSU

GPI LEVEL: GPI-12

QUANTITY LIMIT: 60 tablets per 30 days

Authorization Duration: Initial approval will be for 12 months

Reauthorization Criteria: Subsequent approvals will be for an additional 12 months and will require
medical record documentation of continued disease improvement or lack of disease progression. The
medication will no longer be covered if the member experiences unacceptable toxicity or worsening of
disease.

RPH SIGNOFF REQUIRED: yes

FORMULARY ALTERNATIVES: Xolair, Dupixent, Montelukast, Zafirlukast, Hydroxyzine, Doxepin

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.
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LYNKUET (elinzanetant)

Review: Lynkuet (elinzanetant) is an oral neurokinin 1 (NK1) and neurokinin 3 (NK3) receptor antagonist
indicated for the treatment of moderate to severe vasomotor symptoms (VMS) or hot flashes due to
menopause. Lynkuet blocks Substance P and Neurokinin B (NKB) by binding on the
kisspeptin/NKB/dynorphin (KNDy) neurons, thus modulating neuronal activity in the thermoregulatory
center associated with hot flashes. Lynkuet was approved on October 24, 2025, and is the third
nonhormonal therapy available for the treatment of VMS. Lynkuet is the second NK-targeted therapy,
following Veozah (fezolinetant), an NK3 receptor antagonist. Lynkuet and Veozah are comparable in
reducing the frequency and severity of VMS, however no head-to-head Phase 3 trials have been
conducted to determine if one is superior to the other. Lynkuet does appear to improve sleep
disturbances to a greater extent than Veozah, most likely due to its additional NK1 receptor antagonism.
Lynkuet and Veozah do vary in safety, with Veozah carrying a Black Box Warning for hepatotoxicity, and
Lynkuet carrying risk of CNS depression, hepatic transaminase elevations, pregnancy loss, and seizures
in patients with a history of seizure.

Current management of VMS includes menopausal hormonal therapy (MHT), nonhormonal therapies,
and/or nonpharmacologic interventions. MHT is considered the gold standard for treatment of VMS. The
benefits of MHT (treatment of VMS, bone loss prevention, reduced risk of bone fracture, and improved
genitourinary symptoms) outweigh the risks in healthy women within 10 years of menopause and less
than 60 years of age. Additionally, on November 10, 2025, the FDA announced removal of the Black Box
Warning from all estrogen-containing MHT products. The Black Box Warning previously included risks of
cardiovascular disease, breast cancer, and probable dementia from all combined estrogen-progestogen,
estrogen-only, progestogen-only, and estrogen-containing products. The Black Box Warning for
endometrial cancer will remain for systemic estrogen-only products. The American College of
Obstetricians & Gynecologists (ACOG) and the Menopause Society welcome the FDA decision, however,
continue to stress that MHT may not be appropriate for every woman and treatment with MHT should
remain individualized. For those women who are not candidates for MHT, the 2023 Menopause Society
nonhormone therapy position statement recommends SSRIs, SNRIs, gabapentin, and Veozah.
Oxybutynin is also recommended, although long-term use may be associated with cognitive decline in the
older population. Lynkuet is a new option for women who are not candidates for MHT or prefer not to take
MHT.

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (32 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (35 approved, 0 rejected).

Outcome: Lynkuet is a pharmacy benefit and will not be added to the Commercial/Exchange/CHIP
formularies. It should be added to Policy 774.0 Veozah. Prior authorization criteria as outlined below:
e Medical record documentation of age greater than or equal to 18 years AND
e Medical record documentation of a diagnosis of menopause with moderate to severe vasomotor
symptoms (VMS) AND
e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to at
least three (3) different medications from at least two (2) of the following categories: i. Estrogens,
ii. Non-Hormonal Agents

QUANTITY LIMIT: 2 capsules per day
RPH SIGNOFF REQUIRED: yes

FORMULARY ALTERNATIVES:
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Hormonal: estradiol tab/patch, estradiol vaginal cream estradiol norethindrone acetate,
norethindrone acetate/ethinyl estradiol, Fyavolv Tablet, medroxyprogesterone, Premarin cream/tablet,
Premphase, Prempro, Yuvafem Vaginal Tablet

Non-Hormonal: paroxetine, citalopram, escitalopram, venlafaxine tablet, venlafaxine ER,
desvenlafaxine, gabapentin

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

TECENTRIQ HYBREZA (atezolizumab and hyalurinidase-tqjs)

Review: Tecentriq Hybreza is a new subcutaneous formulation of Tecentriq indicated for the following:
e Non-Small Cell Lung cancer (NSCLC)

o As adjuvant treatment following resection and platinum-based chemotherapy for adult
patients with Stage Il to llIA NSCLC whose tumors have PD-L1 expression on = 1% of
tumor cells, as determined by an FDA-approved test

o For the first-line treatment of adult patients with metastatic NSCLC whose tumors have
high PD-L1 expression (PD-L1 stained = 50% of tumor cells [TC = 50%] or PD-L1 stained
tumor-infiltrating immune cells [IC] covering = 10% of the tumor area [IC = 10%]), as
determined by an FDA-approved test, with no EGFR or ALK tumor aberrations

o In combination with bevacizumab, paclitaxel, and carboplatin, for the first-line treatment
of adult patients with metastatic non-squamous NSCLC with no EGFR or ALK tumor
aberrations

o In combination with paclitaxel protein-bound and carboplatin for the first-line treatment of
adult patients with metastatic non-squamous NSCLC with no EGFR or ALK tumor
aberrations

o For the treatment of adult patients with metastatic NSCLC who have disease progression
during or following platinum-containing chemotherapy. Patients with EGFR or ALK
genomic tumor aberrations should have disease progression on FDA-approved therapy
for NSCLC harboring these aberrations prior to receiving Tecentriq Hybreza

e Small Cell Lung Cancer (SCLC)

o In combination with carboplatin and etoposide, for the first-line treatment of adult patients
with extensive-stage small cell lung cancer (ES-SCLC)

o In combination with lurbinectedin, for the maintenance treatment of adult patients with
ES-SCLC whose disease has not progressed after first-line induction therapy with
Tecentriq Hybreza or intravenous atezolizumab, and carboplatin plus etoposide

e Hepatocellular Carcinoma (HCC)

o In combination with bevacizumab for the treatment of adult patients with unresectable or

metastatic HCC who have not received prior systemic therapy
e Melanoma

o In combination with cobimetinib and vemurafenib for the treatment of adult patients with
BRAF V600 mutation-positive unresectable or metastatic melanoma as determined by an
FDA-approved test

e Alveolar Soft Tissue Part Sarcoma (ASPS)

o For the treatment of adult patients and pediatric patients (12 years of age and older who

weigh 40 kg or greater) with unresectable or metastatic ASPS

Tecentriq Hybreza has different recommended dosing and administration than intravenous atezolizumab.
Tecentriq Hybreza is for subcutaneous use in the thigh only and is not to be administered intravenously.
The recommended dosage for adult and pediatric patients (12 years and older who weigh 40 kg or
greater) is 15 ml (1,875 mg atezolizumab and 30,000 units hyaluronidase) subcutaneously into the thigh
over approximately 7 minutes every 3 weeks. Duration of use for all indications is consistent with
intravenous atezolizumab (until disease progression or toxicity for all indications except for adjuvant
treatment of Stage Il to IlIA NSCLC, which is 12 months total).

22



The approval of Tecentriq Hybreza is based on findings from the Phase 3 IMscin001 study
(NCT03735121), which evaluated the pharmacokinetics, safety, and efficacy of Tecentriq Hybreza SC
versus atezolizumab IV in patients with previously treated locally advanced or metastatic NSCLC after
platinum therapy failure. The study included 371 patients and demonstrated comparable atezolizumab
levels in the bloodstream after SC administration, along with a safety and efficacy profile consistent with
the IV formulation. There were no significant differences in overall response rate (ORR), progression-free
survival (PFS), or overall survival (OS) between formulations. The confirmed ORR was 9% for the SC
group and 8% for the IV group.

The use of Tecentriq Hybreza for all other approved indications is supported by evidence from adequate
and well-controlled studies conducted with IV atezolizumab.

Clinical studies did include sufficient patients 65 years of age and older to determine if they respond
differently than younger patients.

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: Dr. Yarczower asked how we coordinate between ourselves, the Clinical
Enterprise, and OncoHealth? OncoHealth utilizes GHP policies for our patients and updated are
communicated to the Clinical Enterprise via What's New Policy Updates. No additional comments or
questions. The committee unanimously voted to accept the recommendations as presented. None were
opposed (33 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (31 approved, 0 rejected).

Outcome: Tecentrig Hybreza will be a medical benefit for Commercial, Exchange, and CHIP members. It
will be added to the medical benefit cost share list. When processed at a Specialty Pharmacy, Tecentriq
Hybreza will process on the Specialty tier or Brand NP tier for members with a three-tier benefit. It will be
added to MBP 300.0 for Medical Benefit Drug Optimization Program at the next go live date. The
following prior authorization criteria will apply:
1.Non-Small Cell Lung Cancer:
e Prescription written by an oncologist AND
e Medical record documentation of a diagnosis of non-small cell lung cancer meeting one of the
following situations:
o Medical record documentation of disease progression during or following platinum-
containing chemotherapy
OR
o Medical record documentation of disease progression on at least one FDA-approved
therapy targeting EGFR or ALK if the patient has EGFR or ALK genomic tumor
aberrations (e.g. mutation, deletion, insertion, etc.)
OR
o Medical record documentation of a non-squamous histologic subtype AND
o Medical record documentation that Tecentriq Hybreza will be given as first-line
treatment for metastatic disease AND
o Medical record documentation that Tecentriq Hybreza will be given in combination
with bevacizumab, paclitaxel, AND carboplatin OR paclitaxel protein-bound AND
carboplatin AND
o Medical record documentation that the patient does not have an EGFR or ALK
genomic tumor aberration.
OR
o Medical record documentation that Tecentriq Hybreza will be given as first-line
treatment for metastatic disease AND

23



o Medical record documentation that tumors have high PD-L1 expression (PD-L1

stained = 50% of tumor cells [TC = 50%] or PD-L1 stained tumor-infiltrating immune

cells [IC] covering = 10% of the tumor area [IC = 10%]) as determined by an FDA-
approved test AND

o Medical record documentation that the patient does not have an EGFR or ALK
genomic tumor aberration.

o Medical record documentation of stage Il to IlIA disease AND
o Medical record documentation of use as adjuvant treatment following resection and
platinum-based therapy AND

o Medical record documentation that tumors have PD-L1 expression on 21% of tumor

cells as determined by an FDA-approved test AND
o Medical record documentation that Tecentriq Hybreza is being given as a single
agent.

2.Small Cell Lung Cancer (SCLC):

Prescription written by an oncologist AND

Medical record documentation of a diagnosis of extensive-stage small cell lung cancer (ES-
SCLC) AND

Medical record documentation that Tecentrig Hybreza will be used in combination with
carboplatin and etoposide AND

Medical record documentation of use as first-line treatment of extensive-stage disease

Prescription written by an oncologist AND

Medical record documentation of a diagnosis of extensive stage small cell lung cancer (ES-
SCLC) AND

Medical record documentation that Tecentrig Hybreza will be used in combination with
lurbinectedin for maintenance treatment AND

Medical record documentation that the disease has not progressed after first-line induction
therapy with Tecentriq or Tecentriq Hybreza, carboplatin and etoposide

3.Unresectable or Metastatic Hepatocellular Carcinoma (HCC)

Prescription written by an oncologist AND

Medical record documentation of diagnosis of unresectable or metastatic hepatocellular
carcinoma (HCC) AND

Medical record documentation that Tecentriq Hybreza will be given in combination with
bevacizumab AND

Medical record documentation that patient has not received prior systemic treatment for
hepatocellular carcinoma

4.Melanoma

Medical record documentation of unresectable or metastatic melanoma AND

Medical record documentation of BRAF V600 mutation as determined by an FDA-approved
test AND

Medical record documentation that Tecentriq Hybreza will be given in combination with
Cotellig (cobimetinib) and Zelboraf (vemurafenib)

5.Alveolar Soft Part Sarcoma (ASPS)

Prescription written by an oncologist AND

Medical record documentation of age greater than or equal to 12 years AND

Medical record documentation of a weight of 40 kg or greater AND

Medical record documentation of diagnosis of unresectable or metastatic alveolar soft part
sarcoma (ASPS)
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AUTHORIZATION DURATION:

For adjuvant treatment of stage Il to lllA non-small cell lung cancer (NSCLC) following resection
and platinum-based chemotherapy: One approval will be given for 12 months or less if the reviewing
provider feels it is medically appropriate. The medication will no longer be covered if patient experiences
toxicity or worsening of disease.

Authorization of Tecentriq Hybreza for adjuvant treatment of stage Il to IlIA non-small cell lung cancer
(NSCLC) following resection and platinum-based chemotherapy should not exceed the FDA-approved
treatment duration of 1 year (12 months) in patients. For requests exceeding the above limit, medical
record documentation of the following is required:
o Peer-reviewed literature citing well-designed clinical trials to indicate that the member’s
healthcare outcome will be improved by dosing beyond the FDA-approved treatment duration

For all other indications: Initial approval will be for 12 months or less if the reviewing provider feels it is
medically appropriate. Subsequent approvals will be for an additional 12 months or less if the reviewing
provider feels it is medically appropriate and will require medical record documentation of continued
disease improvement or lack of disease progression. The medication will no longer be covered if patient
experiences toxicity or worsening of disease.

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

ZURNAI (nalmefene)

Review: Zurnai (nalmefene injection) is an opioid antagonist indicated for the emergency treatment of
known or suspected opioid overdose induced by natural or synthetic opioids in adults and pediatric
patients aged 12 years and older, as manifested by respiratory and/or central nervous system
depression. It is intended for immediate administration as emergency therapy in settings where opioids
may be present; it is not a substitute for emergency medical care.

Zurnai is supplied as a 1.5 mg nalmefene base/0.5 mL in a prefilled, single-dose auto-injector for
intramuscular (IM) and subcutaneous (SC) use only. Zurnai is ready to use and should not be primed or
tested prior to administration. Zurnai can be administered through clothing, if necessary, and should be
injected into the anterolateral aspect of the thigh. Seek emergency medical assistance immediately after
administration of the first dose. The need for repeat doses of Zurnai depends upon the amount, type, and
route of administration of the opioid being antagonized. Additional nalmefene formulations available
include generic nalmefene solution (primarily limited to inpatient use) and Opvee nasal spray.

No clinical studies were conducted for the approval of Zurnai. The safety is supported by pharmacokinetic
and pharmacodynamic studies in healthy subjects. The mechanism of action is that it is an antagonist at
opioid receptors. Pharmacodynamic studies have shown that nalmefene has a longer duration of action
than naloxone injection at fully reversing doses.

For considerations in pregnancy, an opioid overdose is a medical emergency and can be fatal for the
pregnant woman and fetus if left untreated; therefore, treatment with Zurnai should not be withheld
because of potential concerns regarding effects on the fetus. There are no available data on nalmefene
use in pregnant women to evaluate for a drug-associated risk of major birth defects or miscarriage. There
are no data on the presence of nalmefene and its metabolites in human milk, the effects of nalmefene on
the breastfed child, or the effects on milk production. The safety and effectiveness of Zurnai have been
established in pediatric patients aged 12 years and older. Nalmefene hydrochloride injection clinical
studies did not include enough patients over age 65 to determine if response differs from younger
patients. Hepatic impairment significantly reduces clearance of nalmefene, but adjustment of Zurnai
dosage is not required for single episodes of opioid antagonisms. Renal impairment significantly reduces
clearance of nalmefene, but adjustment of Zurnai dosage is not required for single episodes of opioid
antagonisms.
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Contraindications | Hypersensitivity to nalmefene hydrochloride or to any other ingredients in Zurnai

Risk of recurrent respiratory and CNS depression

Risk of limited efficacy with partial agonists or mixed agonists/antagonists
Precipitation of severe opioid withdrawal

Risk of cardiovascular (CV) effects

Risk of opioid overdose from attempts to overcome the blockade

Warnings and
Precautions

Feeling hot Palpitations
Nausea Tinnitus
Adverse Headache Ear discomfort
Reactions Dizziness Feeling abnormal
(> 5%) Chills Burning sensation
Vomiting Hot flush
Allodynia Irritability

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (31 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (32 approved, 0 rejected).

Outcome: Zurnai will not be added to the Commercial, Marketplace, or GHP Kids formularies. Zurnai will
be reviewed with the administrative policy for medical necessity and failure of formulary alternatives.

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

VYSCOXA (celecoxib oral suspension)

Review:

FDA Approved Indication: Vyscoxa (celecoxib oral suspension) is a non-steroidal anti-inflammatory
drug (COX2 inhibitor) indicated for the relief of signs and symptoms of osteoarthritis, rheumatoid arthritis,
ankylosing spondylitis, or juvenile rheumatoid arthritis (2 years and older).

Dosing/How Supplied: 10mg/ml oral suspension. Vyscoxa must be administered on an empty stomach
at least 2 hours before or 1 hour after food. Taking Vyscoxa with food results in plasma exposures of
celecoxib up to 50% higher than intended. If patients cannot tolerate Vyscoxa in the fasted state,
discontinue use. Important: Vyscoxa is not recommended at a single dose greater than 200 mg (20 mL).
Single doses of the suspension greater than 200 mg (20 mL) may result in celecoxib concentrations
higher than intended. For patients who require a single dose over 200 mg (20 mL), use a different
celecoxib formulation. Discard after 21 days of opening.

Indication Dosing

Osteoarthritis 200mg (20ml) once daily or 100mg (10ml) twice daily
Rheumatoid arthritis 100mg (10ml) to 200mg (20ml) twice daily
Ankylosing spondylitis | 200mg (20ml) once daily as a single dose or 100mg
(10ml) twice daily. If no effect is observed after 6
weeks, a trial of 200mg (20ml) twice daily may be of
benefit
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Juvenile arthritis 10 to 25 kg: 50mg (5ml) twice daily
(weight based) > 25kg: 100mg (10ml) twice daily

Place in therapy: Oral non-steroidal anti-inflammatory drugs (NSAIDs) are a mainstay of treatment for
arthritis and are included in the management of symptom relief. Use the lowest effective dosage for
shortest duration consistent with individual patient treatment goals.

Vyscoxa is not indicated for the management of acute pain or treatment of primary dysmenorrhea.

Summary of Clinical Trials:

The effectiveness of Vyscoxa was established based on the adequate and well-controlled studies of other
formulations of celecoxib. Across multiple indications, celecoxib demonstrated clinically meaningful
symptom control versus placebo and comparable efficacy to commonly used NSAID comparators, with
dose—response and safety findings that support real-world use.

Osteoarthritis (OA)

Design & Duration: Placebo- and active-controlled trials up to 12 weeks.

Efficacy: Celecoxib 100 mg twice daily or 200 mg once daily significantly improved the WOMAC index
(pain, stiffness, function) versus placebo.

Comparators: Efficacy was similar to naproxen 500 mg twice daily.

Dose considerations: 200 mg twice daily provided no additional benefit over 100 mg twice daily; a total
daily dose of 200 mg was equally effective as either 100 mg BID or 200 mg QD.

Flare pain: In 12-week OA flare studies, 100 mg BID and 200 mg BID reduced pain within 24—48 hours of
initiation.

Rheumatoid Arthritis (RA)

Design & Duration: Placebo- and active-controlled trials up to 24 weeks.

Efficacy: Celecoxib was superior to placebo on the ACR20 Responder Index.

Comparators & Dosing: 100 mg BID and 200 mg BID showed similar effectiveness and were comparable
to naproxen 500 mg BID. Some patients derived additional benefit at 200 mg BID; 400 mg BID did not
add benefit beyond 100-200 mg BID.

Ankylosing Spondylitis (AS)

Design & Duration: Two placebo- and active-controlled trials of 6 and 12 weeks.

Efficacy: 100 mg BID, 200 mg QD, and 400 mg QD were statistically superior to placebo for global pain
(VAS), global disease activity (VAS), and function (BASFI).

Dose response: In the 12-week study, mean improvement was similar for 200 mg vs 400 mg, but ASAS20
responder rates were higher at 400 mg (53%) vs 200 mg (44%); responder rates plateaued by Week 6.

Juvenile Rheumatoid Arthritis (JRA)

Design: 12-week, randomized, double-blind, active-controlled, multicenter non-inferiority trial (ages 2-17).
Dosing: Celecoxib 3 mg/kg BID (max 150 mg), 6 mg/kg BID (max 300 mg), vs naproxen 7.5 mg/kg BID
(max 500 mg).

Efficacy: JRA DOI 30 responses at Week 12 were 69%, 80%, and 67% for celecoxib 3 mg/kg BID, 6
mg/kg BID, and naproxen, respectively.

Safety horizon: Efficacy and safety beyond six months are not established; long-term cardiovascular
toxicity in children is unknown.

Cardiovascular Outcomes — PRECISION (NCT00346216)

Design: Double-blind RCT in OA/RA patients with or at high cardiovascular risk comparing celecoxib to
ibuprofen and naproxen; esomeprazole co-prescribed; randomization stratified by baseline low-dose
aspirin use.

Dosing/Adjustment: Starting celecoxib 100 mg BID; OA patients could not escalate beyond labeled
doses, while many ibuprofen/naproxen patients escalated to higher doses for pain control.

Primary endpoint (APTC composite): Cardiovascular death (including hemorrhagic), non-fatal myocardial
infarction, and non-fatal stroke.
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Results: At 100 mg BID, celecoxib met all prespecified non-inferiority criteria vs ibuprofen and naproxen
(ITT and mITT). Event rates were similar, with all-cause mortality slightly lower in celecoxib (1.6%) than
ibuprofen (1.8%) and naproxen (2.0%).

Blood Pressure Substudy (ABPM, 4 months): Celecoxib decreased mean 24-hr systolic BP by 0.3 mmHg;
ibuprofen and naproxen increased SBP by 3.7 and 1.6 mmHg, respectively. The celecoxib—ibuprofen
difference (3.9 mmHg) was statistically significant; celecoxib—naproxen difference was not.

Interpretation: PRECISION supports CV non-inferiority of celecoxib 100 mg BID versus
ibuprofen/naproxen at the doses taken. Because few patients escalated celecoxib to 200 mg BID, the
study does not establish relative CV safety for 200 mg BID celecoxib vs high-dose ibuprofen/naproxen.

Special Studies — Adenomatous Polyp Prevention (APC & PreSAP)

APC (3 years): In sporadic adenomatous polyp prevention, celecoxib showed a dose-related increase in
the adjudicated composite of CV death/Ml/stroke: HR 3.4 at 400 mg BID and HR 2.8 at 200 mg BID vs
placebo; cumulative event rates 3.0% and 2.5% vs 0.9% with placebo.

PreSAP (3 years): Celecoxib 400 mg QD vs placebo: HR 1.2 (not statistically significant).

Class warning: Across COX-2 selective and non-selective NSAIDs, long-term studies (<3 years) have
shown increased risk of serious CV thrombotic events; all NSAIDs are considered potentially associated
with this risk.

Long-Term Gl & CV Safety — CLASS

Design: Post-marketing, prospective safety study (~5,800 OA and ~2,200 RA).

Dosing: Celecoxib 400 mg BID (above recommended OA/RA doses), ibuprofen 800 mg TID, diclofenac
75 mg BID; median exposure ~9 months (celecoxib/diclofenac) and 6 months (ibuprofen).

Primary endpoint: Complicated ulcers (Gl bleeding, perforation, obstruction).

Results: No significant difference in complicated ulcer incidence between celecoxib and pooled
diclofenac/ibuprofen. Low-dose aspirin (€325 mg/day) increased ulcer risk with celecoxib ~4-fold (KM
9-month 1.12% with ASA vs 0.32% without). Older age and prior ulcer history increased risk.

CV outcomes: Serious thromboembolic event rates were similar across groups (~1.1-1.4% at 9 months).
In non-ASA users, cumulative Ml rates were <0.2% in each group.

Edema & Hypertension: At 9 months, peripheral edema: celecoxib 4.5%, ibuprofen 6.9%, diclofenac
4.7%; hypertension: celecoxib 2.4%, ibuprofen 4.2%, diclofenac 2.5%.

Placebo limitation: No placebo arm, limiting inference about absolute CV risk.

Endoscopic Gl Studies

6-month RA endoscopy: Endoscopic ulcers — celecoxib 200 mg BID 4% vs diclofenac SR 75 mg BID
15%; however, these short-term endoscopic advantages did not consistently translate into clinical ulcer
outcome differences in CLASS.

Two 12-week OA/RA endoscopy studies (baseline negative): No dose relationship between celecoxib 50—
400 mg BID and endoscopic ulcer incidence (2.7-5.9%); naproxen 500 mg BID 16—18%; placebo ~2%.
Aspirin use (~11%) increased ulcer rates across groups.

Practical Takeaways for Vyscoxa Use

Symptom Control: Robust efficacy in OA, RA, AS, and JRA versus placebo; comparable to naproxen in
adult OA/RA.

Dosing: For most adult indications, 200 mg/day (either 100 mg BID or 200 mg QD) provides effective
control; higher doses rarely add benefit and may increase risk.

Cardiovascular Safety: At 100 mg BID, celecoxib shows CV non-inferiority vs ibuprofen/naproxen
(PRECISION). Higher doses/long durations can raise CV risk (APC), consistent with NSAID class
warnings.

Blood Pressure: Celecoxib may have a smaller SBP impact than ibuprofen and naproxen (ABPM).
Gastrointestinal Safety: Lower endoscopic ulcer rates than naproxen/diclofenac in the short term, but
clinically significant Gl events still occur—especially with low-dose aspirin, older age, and prior ulcer
history (CLASS).

Pediatrics: Short-term efficacy in JRA is established; long-term CV safety in children remains unknown.
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The most common adverse reactions include: abdominal pain, diarrhea, dyspepsia, flatulence, peripheral
edema, accidental injury, dizziness, pharyngitis, rhinitis, sinusitis, upper respiratory tract infection, rash

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (32 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (34 approved, 0 rejected).

Outcome: Vyscoxa is a pharmacy benefit. It is NOT recommended to add Vyscoxa to the
Commercial/Exchange/CHIP formularies. It should be added to Policy 729.0 Elyxyb. The following prior
authorization criteria should apply:
Vyscoxa
e Medical record documentation of a diagnosis of osteoarthritis, rheumatoid arthritis, ankylosing
spondylitis OR juvenile rheumatoid arthritis AND
e Medical record documentation of age = 2 years AND
e Medical record documentation that member is prescribed a dose and duration of therapy that is
consistent with FDA-approved package labeling, nationally recognized compendia, or peer-
reviewed medical literature AND
e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to
celecoxib capsules AND two (2) additional formulary alternatives OR
e If a barrier or difficulty with swallowing, medical record documentation of therapeutic failure on,
intolerance to, or contraindication to celecoxib capsules AND two (2) additional formulary liquid
non-steroidal anti-inflammatory drug (NSAID) alternatives.

GPI LEVEL: GPI-12
QUANTITY LIMIT: 40 mL per day
RPH SIGNOFF REQUIRED: no

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

BLUJEPA (gepotidacin)

Review: Blujepa is a triazaacenaphthylene bacterial type Il topoisomerase inhibitor, supplied as a 750mg
tablet containing gepotidacin, that is indicated for the treatment of:

- Uncomplicated urinary tract infections (uUTI) in female adult and pediatric patients 12 years of
age and older weighing at least 40 kilograms (kg) caused by the following susceptible
microorganisms: Escherichia coli, Klebsiella pneumoniae, Citrobacter freundii complex,
Staphylococcus saprophyticus, and Enterococcus faecalis.

- Uncomplicated urogenital gonorrhea in adult and pediatric patients 12 years of age and older
weighing at least 45 kilograms who have limited or no alternative options for the treatment of
susceptible strains of Neisseria gonorrhoeae.

In clinical trials, Blujepa was shown to be non-inferior to nitrofurantoin in the treatment of uncomplicated
urinary tract infections as evidenced by clinical cure and microbiologic response at the Test-of-Cure
(TOC) Visit. Blujepa was shown to be non-inferior to IM ceftriaxone plus azithromycin in the treatment of
uncomplicated urogenital gonorrhea as evidenced by confirmed bacterial eradication at the Test-of-Cure
(TOC) visit.
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Blujepa is contraindicated in patients with a history of hypersensitivity. There are warnings and
precautions for dose & concentration dependent QTc prolongation, acetylcholinesterase inhibition, risk of
C.diff infection, and development of drug-resistant bacteria. Drug interactions exist with CYP3A4
inducers/inhibitors/substrates, Digoxin, Cholinergic/anticholinergic drugs, and drugs that prolong QTc
interval. The most common side effects seen in clinical trials were primarily gastrointestinal in nature, with
diarrhea being the most common (16% in uUTI population and 49% in urogenital gonorrhea population).

Safety and efficacy of Blujepa in patients less than 12 years of age has not been established (or weighing
less than 40kg with uUTI or 45kg with uncomplicated urogenital gonorrhea). No overall differences were
observed in patients over the age of 65. Due to renal excretion, Blujepa should be avoided in patients
with severe renal impairment (eGFR < 30ml/min and those receiving dialysis.) Blujepa should also be
avoided in severe hepatic impairment. No data is available regarding Blujepa in pregnant women, but
embryo-fetal development studies in rats did demonstrate decreased fetal weight and increased mortality
following Blujepa exposures less than the maximum recommended human dose. Blujepa is likely present
in human milk.

Blujepa should be reserved as an alternative treatment for patients unable to tolerate first line antibiotics
for the treatment of uncomplicated UTI and uncomplicated urogenital gonorrhea.

A Clinical Review including Clinical Information, Efficacy Evidence, Safety Evidence, Other
Considerations and a Financial Review Based on Cost Analysis were presented.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (28 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (34 approved, 0 rejected).

Outcome: Blujepa is a pharmacy benefit and it is not recommended to be added to the Geisinger
Commercial/Exchange/CHIP formularies at this time. The following prior authorization criteria should
apply:
Uncomplicated Urinary Tract Infection
- Medical record documentation of treatment of an uncomplicated urinary tract infection in a female
patient AND
- Medical record documentation the member is at least 12 years of age AND
- Medical record documentation the member weighs at least 40kg AND
- Medical record documentation that the infection is caused by one of the following susceptible
organisms: Escherichia coli, Klebsiella pneumoniae, Citrobacter freundii complex,
Staphylococcus saprophyticus, and Enterococcus faecalis AND
- Medical record documentation that correct Food and Drug Administration (FDA) approved
strength/dosing is being prescribed AND
- Medical record documentation of a culture and sensitivity showing the member’s infection is not
susceptible to alternative antibiotic treatment OR documented history of previous intolerance to or
contraindication to three (3) alternative antibiotics shown to be susceptible on the culture and
sensitivity OR
- Medical record documentation that treatment with Blujepa was initiated during an inpatient stay

Uncomplicated Urogenital Gonorrhea

- Medical record documentation of a diagnosis of uncomplicated urogenital gonorrhea AND

- Medical record documentation the member is at least 12 years of age AND

- Medical record documentation the member weighs at least 45 kg AND

- Medical record documentation that the infection is caused by susceptible strains of Neisseria
gonorrhoeae AND

- Medical record documentation that correct Food and Drug Administration (FDA) approved
strength/dosing is being prescribed AND
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- Medical record documentation of a culture and sensitivity showing the member’s infection is not
susceptible to alternative antibiotic treatment OR documented history of previous intolerance to or
contraindication to three (3) alternative antibiotics shown to be susceptible on the culture and
sensitivity OR

- Medical record documentation that treatment with Blujepa was initiated during an inpatient stay

NOTE TO REVIEWER: “High dose” IM ceftriaxone is preferred first line therapy for uncomplicated
urogenital gonorrhea. Injectable cephalosporins, IM gentamicin PLUS azithromycin, and ciprofloxacin (if
susceptible and unable to tolerate other therapies) may be used if first line therapy is not appropriate.
Reserve Blujepa for patients with limited to no other treatment options, as per package labeling.

GPI LEVEL: GPI-12

QUANTITY LIMIT:
Uncomplicated UTI: 30 days
QL FOR AUTHORIZATION: 4 tablets per day, RX count 1; QL FOR LETTER: 4 tablets per day,

approved for one course of therapy

Uncomplicated Urogenital Gonorrhea: 30 days
QL FOR AUTHORIZATION: 8 tablets per day, RX count 1, QL FOR LETTER: 8 tablets per
day, approved for one course of therapy

RPH SIGNOFF REQUIRED: yes

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.
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CLASS REVIEWS

VISCOSUPPLEMENTATION CLASS REVIEW

Agents for Viscosupplementation for Osteoarthritis in Knees Hyaluronate and derivatives*

Brand Name Generic Generic Available? | Manufacturer

Euflexxa Sodium hyaluronate No Ferring Pharmaceuticals, Inc.
Gelsyn-3 Sodium hyaluronate No Bioventus Inc.

GenVisc Sodium hyaluronate No Avanos Medical, Inc.
Hyalgan Sodium hyaluronate No Fidia Pharma USA Inc.
Supartz FX Sodium hyaluronate No Bioventus LLC.
Synojoynt Sodium hyaluronate No Arthrex, Inc.

Triluron Sodium hyaluronate No Fidia Farmaceutici S.p.A
TriVisc Sodium hyaluronate No Avanos Medical, Inc.
Visco-3 Sodium hyaluronate No Zimmer Biomet

Hymovis Hyaluronan No Fidia Pharma USA Inc.
Monovisc Hyaluronan No DePuy Synthes
Orthovisc Hyaluronan No DePuy Synthes

hyaluronate*

Agents for Viscosupplementation for Osteoarthritis in Knees Cross-linked derivatives of

Brand Name

Generic

Generic Available?

Manufacturer

hyaluronan (hylan
polymers A and B)

Durolane Cross-linked sodium No Bioventus LLC
hyaluronate

Gel-One Cross-linked No Zimmer Biomet
Hyaluronate

Synvisc Combined cross-linked | No Sanofi-aventis U.S. LLC
hyaluronan (hylan
polymers A and B)

Synvisc-One Combined cross-linked | No Sanofi-aventis U.S. LLC

*all medications listed are h

igh molecular weight

Background of Disease State:

Osteoarthritis’

Osteoarthritis (OA) is the most common type of arthritis that commonly affects joints of the hip, knee,
hands and spine. OA is the pathologic failure of the joint due to the combination of cartilage loss or
damage, thickening, hardening, and the outgrowth of the underlying bony plate, ligament damage,
muscles weakness, and synovial inflammation. Older age is a key risk factor, and the prevalence of OA is
higher in adults that are older than 60 years old. Other risk factors of OA include joint injury, obesity,
genetics, the women gender, and high level of activities or usage of joints. OA presents with progressive
joint pain, stiffness, limited movement, swelling around a joint, and bony outgrowth. OA of the knees also
often presents with buckling, catching, or locking.

Diagnosis of Osteoarthritis?

The diagnosis of OA is made through physical examination and medical history. Radiography can support

diagnosis when necessary.

Pharmacology/Place in Therapy:
The goal of pharmacologic treatment is to alleviate pain, increase mobility, and improve quality of life.

The 2019 American College of Rheumatology(ACR)/Arthritis Foundation Guideline for the Management
of Osteoarthritis of the Hand, Hip, and Knee?
e Summary statement
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o “Intraarticular hyaluronic acid injections are conditionally recommended against in patients
with knee and/or first carpometacarpal (CMC) joint OA and strongly recommended
against in patients with hip OA”

e Clinical review finds that there’s lack of evidence to support benefit of hyaluronic acid injections in
treating OA with the potential association of harm.

e The use of hyaluronic acid injections in patients with knee OA may be more beneficial comparing
to no intervention after failure of treatment from nonpharmacologic therapies, topical and oral
NSAIDs, and intraarticular steroids.

The 2021 American Academy of Orthopedic Surgeons’ (AAOS) guidelines for the Treatment of
Osteoarthritis of the Knee*
e Summary statement
o “Hyaluronic acid intra-articular injection(s) is not recommended for routine use in the
treatment of symptomatic osteoarthritis of the knee.”

e The strength of the recommendation against the intervention is moderate which is a downgrade
compared to the previous 2013 edition, due to lack of generalized results.

o Clinical review shows a low likelihood that a significant number of patients achieved clinically
significant benefits from hyaluronic acid injections. Additionally, there was found to be no
significant differences among various viscosupplementation formulations (i.e. low- and high-
molecular weight viscosupplementation). There is no significant difference found between cross-
linked and non-cross-linked viscosupplementation. There is statistically significant benefit found
with high-molecular cross-linked hyaluronic acid use.

The 2019 Osteoarthritis Research Society International (OARSI) guidelines for the non-surgical
management of knee, hip, and polyarticular osteoarthritis Efficacy Evidence®
e Summary statement
o “Intra-articular Hyaluronic Acid (IAHA) is conditionally recommended for longer term
treatment effect, as it was associated with symptom improvement beyond 12 weeks and
demonstrated a favorable safety profile.”
e The conditional clinical practice recommendation of hyaluronic acid injections for knee OA is
dependent on the presence of fragility and gastrointestinal and cardiovascular comorbidities.

Injection-Based Management of Osteoarthritis of the Knee: A Systematic Review of Guidelines (2021)8

e This systematic review analyzes 5 international practice guidelines that include injection therapies
for OA in the knee. These guidelines include American College of Rheumatology 2019 (ACR),
Osteoarthritis Research Society International 2019 (OARSI), American Academy of Orthopedic
Surgeons 2013 (AAOS), European League Against Rheumatism 2020 (EULAR), and the Royal
Australian College of General Practitioners 2018 (RACGP).

e Clinical recommendations for hyaluronic acid injections in knee OA are conflicting across 5
guidelines: OARSI conditionally recommends usage; EULAR supports usage; AAOS does not
recommend usage; RACGP does not support usage; ACR recommends limited use.

Summary of Clinical Trials:
Viscosupplementation for knee osteoarthritis: systematic review and meta-analysis (2022)7
e This systematic review and meta-analysis identified 169 randomized clinical trials that included
21,163 participants. 25 large, placebo-controlled trials of 9,423 participants were furthered
reviewed and analyzed.
e Primary outcome
o Pain reduction compared to placebo
= Standardized Mean Difference (SMD)=-0.08, 95% CI -0.15 to —0.02, P=0.02
= Deemed to be non-clinically relevant pain reduction
e Secondary outcomes
o Function
= SMD=-0.11, 95% CI -0.18 to -0.05, P=0.001
= Deemed to be non-clinically relevant improvement in function level
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o Serious adverse events

RR=1.49, 95% CIl 1.12 to 1.98, P=0.003
Statistically significant higher risk of serious adverse events

e Summary statement of clinical recommendations
o “The findings do not support broad use of viscosupplementation to treat knee
osteoarthritis.”

The efficacy of intra-articular injections in the treatment of knee osteoarthritis: A network meta-analysis of

randomized controlled trials (2021)8
e This network meta-analysis of 79 randomized control trials included 8761 participants.

o When comparing any types of hyaluronic acid to saline injections at various time after

injection, the standard mean differences (MD) is presented. Only the below data points

are statistically significant.

The Visual Analogue Scale (VAS) score

e Low-molecular weight hyaluronic acid (LMW)
o 4to 6 weeks MD=-6.04 95% CI -10.41 to -1.67
e High-molecular weight hyaluronic acid (HMW)
o 4to 6 weeks MD=-6.58 95% CI -11.47 to -1.68

e Low-molecular weight hyaluronic acid (LMW)
o 3 months MD=-12.04 95% CI -20.69 to -3.39

e High-molecular weight hyaluronic acid (HMW)
o 4 to 6 weeks MD=-8.3 95% CIl -15.81 to -0.78
o 3 months MD=16.22 95% CI -25.52 to -6.92

o 6 months MD=-8.58 95% CI -17.06 to -0.11

Western Ontario and McMaster Universities Osteoarthritis Index (WOMAC) scores

o The differences in efficacy of hyaluronic acid injections among different molecular weight
are conflicting in the study and needed further evidence.

o The study found that hyaluronic acid injections have a better outcome in scores at some

time period when they are concomitantly injected with platelet rich plasma or
corticosteroids.

Summary of Safety Considerations:

hyaluronan, sodium
hyaluronate, or
derivatives
preparations

- Knee joint infections
or skin diseases or
infections in the area
of the injection site

ammonium salts for skin
preparation prior to
administration

- Transient increases in
inflammation in some patients
with inflammatory joint
condition

- Do not inject intra-
vascularly, extra-articularly, or
in the synovial tissues or
capsule

- Store in the original package
at room temperature. Protect
from light. Do not freeze.

- Single-use only. Do not re-
use. Dispose of the syringe
and any unused content

- Strict aseptic administration
technique must be followed

Drug Class Contraindications Warnings/Precautions Side Effects
All - Hypersensitivity - Do not use disinfectants - Hypersensitivity
Viscosupplementation | (allergy) to containing quaternary - Arthralgia

- Joint swelling

- Joint effusion

- Injection site pain
- Arthritis

- Gl complaints
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- Avoid any strenuous
activities or prolonged (i.e.
more than an hour) weight
bearing activities within 48
hours following intra-articular
injection

Drug-specific considerations

Hymovis, Monovisc, -Hypersensitivity to
Orthovisc gram positive bacterial
proteins

Supartz FX, Triluron,
Visco-3, Synvisc,
Synvisc-One

-Use caution in patients who
are allergic to avian proteins,
feathers and egg products.

Gel-One

-Use caution in patients who
are allergic to cinnamons,
avian proteins, feathers,
and/or egg products.

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (32 approved, 0 rejected).

Financial Discussion: Dr. Yarczower asked if this was a rebated drug category to which Austin and
Keith clarified that we are collecting rebates and the recommendations presented will optimize those
opportunities. No additional comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (34 approved, 0 rejected).

Outcome:
Medication Current Policy Recommendations
Durolane Require Prior Authorization for both preferred and
Euflexxa non-preferred products with the following criteria:
Gelsyn-3 ) . o . e Medical record documentation of Physician
Supartz FX Preferred; no Prior Authorization required documented symptomatic osteoarthritis of the
Synvisc knee, defined as knee pain associated with
Synvisc One radiographic evidence of osteophytes in the
knee joint provided the clinical presentation is
Gel-One e Physician documented symptomatic not that of “bone-on-bone”, morning stiffness of
GenVisc 850 osteoarthritis of the knee, defined as knee pain less than or equal to 30 minutes in duration,
Hyalgan associated wjth radiographic evidgnce of . crepitus on range of motion AND
Hymovis osteophyt'es in the knee JO(!nt provided th? clinical e Medical record documentation of Physician
Monovisc presgntathn is not that of “bone-on-bone”, documented knee joint pain sufficient to
- morning stiffness of less than or equal to 30 interfere with ambulatory functional activities
Orthovisc minutes in duration, crepitus on range of motion AND
Synojoynt AND e Medical record documentation Physician
Triluron Physician documented knee joint pain sufficient documented of an adequate trial of non-
TriVisc to interfere with ambulatory functional activities pharmacologic modalities, e.g., weight loss,
Visco-3 AND quadriceps muscle strengthening, other

Physician documentation of non-pharmacologic

modalities, e.g., weight loss, quadriceps muscle

strengthening, other physical therapy modalities,
or exercises that have not promoted satisfactory
symptomatic relief AND

Physician documentation that there has been no
significant improvement following pharmacologic

physical therapy modalities, or exercises that
have not promoted satisfactory symptomatic
relief AND

Medical record documentation Physician
documented that there has been no significant
improvement following pharmacologic therapy
with a full-dose nonsteroidal anti-inflammatory
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therapy with a full-dose nonsteroidal anti-
inflammatory drug (NSAID) regimen, with or
without supplemental acetaminophen, over a 10-
12 week period of time or if NSAID’s are
contraindicated, a failure of daily acetaminophen
regimen over a 4 to 6 week period AND

¢ Physician documentation that there has been no
significant improvement following standard dose
intra-articular corticosteroid injection(s) e.g., a
satisfactory clinical response of greater than or
equal to 3 months; this requirement does not
apply if the use of corticosteroids might increase
the risk of local or systemic bacterial infection,
e.g., diabetes mellitus AND

e Physician documentation of failure on,
intolerance to or contraindication to three (3) of
the following: Durolane, Euflexxa, Gelsyn-3,
Synvisc, and/or Synvisc One.

AUTHORIZATION DURATION/QUANTITY LIMIT:
Initial approval will be for six (6) months and will be
limited to one (1) treatment course to the affected
knee(s) (bilateral injections may be allowed if both
knees meet the required coverage criteria).
Subsequent approvals will be for six (6) months and
will be limited to one (1) treatment course to the
affected knee(s) when members meet the following
criteria:

e Repeat treatment cycles are considered
medically necessary when ALL of the following
criteria are met:

1. Medical record documentation of significant
improvement in pain and function following
the previous injection AND

2. Documented reduction of the doses of
nonsteroidals or analgesics during the six-
month period following the last injection in
the previous series as well as no need for
accompanying intra-articular steroid
injections AND

3. Six months or longer have elapsed since the
last injection in the previous series.

drug (NSAID) regimen, with or without
supplemental acetaminophen, over a 10-to-12-
week period of time or if NSAID’s are
contraindicated, a failure of daily
acetaminophen regimen over a 4-to-6-week
period AND

e Medical record documentation Physician
documented that there has been no significant
improvement within the 2 months following
standard dose intra-articular corticosteroid

injection(s) e-g-;-a satisfactory-clinical-response
of greater than or equal-to-3-months; this

) .
requireme t. dees. |et.appy Hha use of
cort SSSIEEI.QIIQS A g.l't. |Fe EE.'SE, tln'e .’S N oHosal
mellitus-AND

o If the request is for a non-preferred product:
Physician documentation of failure on,
intolerance to or contraindication to three (3)

preferred products-ef-the-following:-Durolane;

3 3 3

One-

AUTHORIZATION DURATION/QUANTITY LIMIT:
Initial approval will be for six (6) months and will be
limited to one (1) treatment course to the affected
knee(s) (bilateral injections may be allowed if both
knees meet the required coverage criteria).
Subsequent approvals will be for six (6) months and
will be limited to one (1) treatment course to the
affected knee(s) when members meet the following
criteria:

e Repeat treatment cycles are considered medically
necessary when ALL of the following criteria are
met:

1. Medical record documentation of that there
was significant improvement in pain and
function within the 3 months following the most
recent viscosupplementation injection previous
injection AND

2. Documented reduction of the doses of
nonsteroidals or analgesics during the 3-month
period following the last injection in the
previous series as-well-as AND no need for
accompanying intra-articular steroid injections
AND

3. Six months or longer have elapsed from since
the last injection in the previous series to the
next planned date of service.

It is recommended that Visco-3 and Hyalgan be added as preferred agents.
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Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.
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FAST FACTS

TREMFYA (guselkumab)

Clinical Summary: Tremfya is now indicated for pediatric patients 6 years of age and older who weight
at least 40 kg for moderate-to-severe plaque psoriasis who are candidates for systemic treatment and
active psoriatic arthritis. Previously Tremfya was only indicated for the treatment of adult patients.
Tremfya is not indicated for pediatric patients with ulcerative colitis or Crohn’s disease.

The recommended dosage of Tremfya for pediatric patients for both indications is consistent with the
adult dosage in these indications and is 100 mg at Week 0, Week 4, and every 8 weeks thereafter.

Safety and efficacy of Tremfya in pediatric patients is supported by evidence from adequate and well
controlled clinical trials in adults with plaque psoriasis and psoriatic arthritis as well as pharmacokinetic
data from adult and pediatric patients and safety data from a clinical trial in 120 patients aged 6 to 17
years with plaque psoriasis. The observed pre-dose (trough) concentrations are generally comparable
between adult subjects with plaque psoriasis, adult subjects with psoriatic arthritis and pediatric subjects
with plaque psoriasis, and the systemic exposure is expected to be comparable between adult and
pediatric patients with psoriatic arthritis. The safety profile in pediatric patients was consistent with that in
adult patients with moderate to severe plaque psoriasis.

Current Formulary Status: Tremfya is a pharmacy benefit on the following tiers:

2 Tier/CHIP 3 Tier 4 Tier ACA
Tier 2 - Brand Tier 3 — Brand NP Tier 4 — Specialty Tier 6 - Specialty
PA required

Recommendation: There are no changes recommended to the formulary placement or quantity limits for

Tremfya at this time. The following changes are recommended to the Commercial Policy 484.0 to

incorporate the new patient population for plaque psoriasis and psoriatic arthritis. No changes are

recommended for the ulcerative colitis or Crohn’s disease indications:

Psoriasis

e Medical record documentation of age greater than or equal to 48-years 6 years and weight greater
than or equal to 40 kg AND
Medical record documentation that Tremfya is prescribed by a dermatologist AND
Medical record documentation of a diagnosis of moderate to severe plaque psoriasis with greater
than or equal to 3% body surface area involved OR disease involving crucial areas of the body such
as hands, feet, face, and/or genitals AND

e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to one
topical corticosteroid OR one systemic therapy OR phototherapy AND

e Medical record documentation that Tremfya is not being used concurrently with a tumor necrosis
factor (TNF) blocker or other biologic agent

MEDISPAN AUTHORIZATION LEVEL: GPI-10

QUANTITY LIMIT: Quantity limit must be entered in authorization.
e 100 mg at weeks 0, 4, and then every 8 weeks thereafter
1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc
Handler, DS, max number of claims authorized 1, max quantity
dispensed 1, max script days 28, with a duration of two-weeks.
e QL FOR LETTER: Loading dose: 1 mL per 28 days;
Maintenance dose: 1 mL per 56 days

RE-AUTHORIZATION CRITERIA: Tremfya is configured as a prior authorization for new starts
only. Tremfya will no longer be covered if it is identified that the member is not receiving
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appropriate follow-up care from the prescribing specialist or if the member has greater than or
equal to a 90 day break in therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

Psoriatic Arthritis

e Medical record documentation of age greater than or equal to 6 years and weight greater than or
equal to 40 kg AND

e Medical record documentation that Tremfya is prescribed by a rheumatologist or dermatologist AND

e Medical record documentation of active psoriatic arthritis which must include documentation of either
active psoriatic lesions or a documented history of psoriasis AND

¢ Medical record documentation that Tremfya is not being used concurrently with a tumor necrosis
factor (TNF) blocker or other biologic agent AND

e Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on one
conventional/non-biologic agent

MEDISPAN AUTHORIZATION LEVEL: GPI-10

QUANTITY LIMIT: Quantity limit must be entered in authorization.
e 100 mg at weeks 0, 4, and then every 8 weeks thereafter
1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, DS,
max number of claims authorized 1, max quantity dispensed 1, max script days
28, with a duration of two-weeks.
e QL FOR LETTER: Loading dose: 1 mL per 28 days;
Maintenance dose: 1 mL per 56 days

RE-AUTHORIZATION CRITERIA: Tremfya is configured as a prior authorization for new starts
only. Tremfya will no longer be covered if it is identified that the member is not receiving
appropriate follow-up care from the prescribing specialist or if the member has greater than or
equal to a 90 day break in therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

1. In PA Hub: Add Treat As “Include” Process Modifier, max number of claims
authorized 3, max quantity dispensed 4, with a duration of three months.
e QL FOR LETTER: Loading dose: 4 mL per 28 days (max 3 fills);
Maintenance dose: 2 mL per 28 days

RE-AUTHORIZATION CRITERIA: Tremfya is configured as a prior authorization for new starts
only. Tremfya will no longer be covered if it is identified that the member is not receiving
appropriate follow-up care from the prescribing specialist or if the member has greater than or
equal to a 90 day break in therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (33 approved, 0 rejected).

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.
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OMVOH (mirikizumab-mrkz)

Clinical Summary: Omvoh is an interleukin-23 antagonist now indicated for the treatment of moderately
to severely active Crohn’s disease (CD) in adults. Previously, Omvoh was indicated only for the treatment
of moderately to severely active ulcerative colitis (UC) in adults.

The dosing of Omvoh has been updated to include recommendations for the new indication. For CD, the
recommended induction dose is 900mg given intravenously (IV) over 90 minutes on week 0, 4, and 8.
The recommended maintenance dose is 300mg given subcutaneously (SC) (as one injection of 100mg
and one of 200mg) on week 12 and every 4 weeks thereafter. The packaging information for Omvoh was
updated and is summarized in Table 1.

Table 1. Packaging information for Omvoh
Table 10: Packaging Information for OMVOH

Presentation | Indication Package Size NDC Code
Single-dose Vial
300 mg/15 mL (20 mg/mL) Ulcerative colitis and Crohn's disease Carton of 1 0002-7575-
01
Single-dose Prefilled Pen
100 mg/mL + 100 mg/mL Ulcerative colitis Carton of 2 0002-8011-
27
200 mg/2 mL Ulcerative colitis Carton of 1 0002-3116-
11
200 mg/2 mL + 100 mg/mL Crohn's disease Carton of 2 0002-7717-
(1 of each) 11
Single-dose Prefilled Syringe
100 mg/mL + 100 mg/mL Ulcerative colitis Carton of 2 0002-8870-
27
200 mg/2 mL (100 mg/mL) Ulcerative colitis Carton of 1 0002-1442-
11
200 mg/2 mL (100 mg/mL) Crohn's disease Carton of 2 0002-7722-
+ 100 mg/mL (1 of each) 11

The dosing for the previous indication of UC was also updated. The maintenance dose remained at
200mg subcutaneously every 4 weeks, however it is now recommended to be given as one 200mg
injection or two 100mg injections, instead of only two 100mg injections, previously. The induction dosing
recommendations for UC remained the same at 300mg given IV over 30 minutes at week 0, 4, and 8.

The efficacy of Omvoh in adult patients with moderately to severely active Crohn’s Disease was
evaluated in a randomized, double-blind, placebo-controlled study (CD-1 (NCT03926130)). Patients were
included if they had an inadequate response, intolerance, or contraindication to corticosteroids,
immunomodulators (azathioprine, 6-mercaptopurine, and methotrexate), and/or biologics (TNF blockers,
integrin receptor antagonists). 47% of patients had a loss of, inadequate response, or intolerance to
biologic therapy at baseline. Patients were excluded if they had ever received any monoclonal antibodies
binding IL-23. Mean age was 36 years (range: 18 to 74 years).

679 patients were randomized 3:1 to receive Omvoh 900mg IV at week 0, 4, and 8, followed by 300mg
SC at week 12 then every 4 weeks thereafter for 40 total weeks, or placebo. Stable doses of oral
corticosteroids, immunomodulators (6-mercaptopurine, azathioprine, methotrexate) and/or
aminosalicylates were allowed to be continued, with 31% continuing on oral corticosteroids, 26% on
immunomodulators, and 44% on aminosalicylates.

The coprimary endpoints were clinical remission by the Crohn’s Disease Activity Index (CDAI) and
endoscopic remission by the Simple Endoscopic Score for Crohn’s disease (SES-CD) at week 52.
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Secondary endpoints were endoscopic response at Week 12 and endoscopic remission and
corticosteroid-free clinical remission at Week 52. Results are summarized in Table 2.

Table 2: Proportion of Patients with Crohn’s Disease Meeting Efficacy Endpoints in CD-1

Placebo® OMVOH® Treatment Difference®
(95% CI)
Coprimary Endpoints
Clinical remission® at Week 52
Total population N =168 N =511 17%*
36% 53% (9%, 25%)
Without prior biologic failure N =89 N = 268
45% 56%
Prior biclogic failure’ N=79 N =243
25% 49%
Endoscopic response® at Week 52
Total population N =168 N =511 23%®
23% 46% (15%. 30%)
Without prior biologic failure N =289 N = 268
27% 49%
Prior biclogic failure’ N=78 N =243
18% 43%
Additional Endpoints
Endoscopic response? at Week 12
Total population N = 168 N =511 22%*
1% 32% (16%. 28%)
Without prior biologic failure N =288 N =268
12% 3%
Prior biclogic failure’ N=79 N =243
9% 28%
Corticosteroid-free clinical remission' at Week 52
Total population N =168 N =511 16%*=
35% 50% (7%, 24%)
Without prior biclogic failure N =288 N = 268
43% 54%
Prior biologic failure' N=79 N=243
25% 46%

41



Endoscopic remission” at Week 52
Total population N =168 N =511 11%®
8% 19% (6%, 16%)
Without prior biologic failure N =289 N = 268
10% 22%
Prior biologic failure' N=79 N =243
5% 16%

Cl = confidence interval

#  The placebo group includes all 168 subjects randomized to placebo at baseline. Of those, 67 (40%) subjects who did not
achieve clinical response by patient-reported outcome at Week 12 were switched to treatment with OMVOH and their
efficacy data are included here with the remaining subjects randomized to placebo who did not receive OMVOH.

B Following OMVYOH 900 mg as an intravenous infusion at Week 0, Week 4, and Week 8, subjects received OMVOH 300 mg
as a subcutaneous injection at Week 12 and every 4 weeks thereafter for up to an additional 40 weeks.

“  Adjusted treatment difference was based on Cochran-Mantel-Haenszel method adjusted for randomization stratification
factors.

Clinical remission is defined as CDAI <150.
®  p-value <0.001.

Prior biologic failure includes loss of response, inadequate response, or intolerance to one or more biologic therapy (TNF
blockers, and integrin receptor antagonists).

9 Endoscopic response is defined as >50% reduction from baseline in SES-CD total score, based on central reading.

" Endoscopic remission is defined as SES-CD total score =4 and at least a 2-point reduction from baseline, with no segment
subscore =1, based on central reading.

' Corticosteroid-free clinical remission is defined as subjects who were corticosteroid-free from Week 40 to Week 52, and had
a CDAI <150 at Week 52.

No new contraindications, warnings/precautions, or drug interactions were added to the prescribing
information with the new indication. Adverse reactions in patients receiving Omvoh included upper
respiratory tract infections (28%), injection site reactions (10%), headache (6%), arthralgia (6%), and
elevated liver enzymes (5%). These reactions in the placebo group were upper respiratory tract infections
(22%), injection site reactions (4%), headache (4%), arthralgia (5%), and elevated liver tests (4%). Of the
715 patients treated with Omvoh in the CD studies, 3% were 65 years or older, and 1% were 75 years or
older. There was not a sufficient number of patients aged 65 years and older to determine if they had
responded differently than younger subjects.

Current Formulary Status:
Omvonh IV: Medical benefit requiring prior authorization, quantity limit applies. If processed at a specialty
pharmacy, Specialty tier or the Brand Non-preferred tier for members with a three tier benefit.

Omvoh SC: Pharmacy benefit requiring prior authorization, quantity limit applies. The 100mg and 300mg
products are on the commercial pharmacy formulary.

Recommendation: It is recommended to add Omvoh 200mg prefilled syringe to the commercial
pharmacy formulary. It is recommended to update prior authorization criteria and quantity limits for MBP
317.0 Omvoh (mirikizumab-mrkz) and commercial policy 808.0 Omvoh SC.
MBP 317.0 Omvoh (mirikizumab-mrkz) — Commercial/Exchange/CHIP
Ulcerative Colitis
e Medical record documentation that Omvoh is prescribed by a gastroenterologist AND
e Medical record documentation of age greater than or equal to 18 years AND
e Medical record documentation of a diagnosis of moderately to severely active ulcerative colitis
AND
e Medical record documentation that Omvoh is not being used concurrently with a tumor necrosis
factor (TNF) blocker or other biologic agent AND
e Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on a
minimum 3 month trial of three (3) preferred formulary biologics for the treatment of ulcerative
colitis AND
e Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on
Entyvio* AND infliximab* AND
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e Medical record documentation that Omvoh 300 mg vials as intravenous (V) infusion are being
used for induction therapy

Note: Plan preferred formulary biologics include: Amjevita*, adalimumab-fkjp*-Hadlima*~Yusimny;
Rinvog*, Simponi*, Xeljanz/XR*, b

*Prior authorization required

AUTHORIZATION DURATION: 6 Months
QUANTITY LIMIT:
e One time authorization of 900mcl1 of Omvoh IV iSOOmi IV at weeks 0, 4, and 8)
@)

o Quantity Limit: 45 mL per 56 days, GPI-14 for Omvoh 300 mg/15 mL vial
a ntitvlimit-2ml pe 8 day D 4 for- Omvoh-100-ma/m Drafi

Pharmacy Benefit Policy 808.0 Omvoh SC — Commercial/Exchange/CHIP

For treatment of ulcerative colitis

e Medical record documentation that Omvoh is prescribed by a gastroenterologist AND

o Medical record documentation of age greater than or equal to 18 years AND

¢ Medical record documentation of a diagnosis of moderately to severely active ulcerative colitis AND

e Medical record documentation that Omvoh is not being used concurrently with a tumor necrosis factor

(TNF) blocker or other biologic agent AND

Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on a

minimum 3 month trial of three (3) preferred formulary biologics for the treatment of ulcerative colitis

AND

e Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on
Entyvio* AND infliximab* [SNB
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e Medical record documentation of Omvoh 300 mg vials as IV infusion (for induction therapy) OR
Omvoh 100 mg syringes (for maintenance therapy) being prescribed

MEDISPAN AUTHORIZATION LEVEL: GPI-10, max scripts = 1, enter for 1 month duration

QUANTITY LIMIT: No QLs need to be entered within the authorization unless the requested quantity
exceeds the QL.
e QLFORLETTER ONLY: 2 mL per 28 days

RE-AUTHORIZATION CRITERIA: Omvoh for subcutaneous administration for subcutaneous
administration is configured as a prior authorization for new starts only. Omvoh for subcutaneous
administration for subcutaneous administration will no longer be covered if it is identified that the member
is not receiving appropriate follow-up care from the prescribing specialist or if the member has greater
than or equal to a 105 day break in therapy.
e Medical record documentation that the member is receiving appropriate follow-up care
from the prescribing specialist

Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (33 approved, 0 rejected).

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.
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ENHERTU (fam-trastuzumab deruxtecan-nxki)

Clinical Summary: Enhertu is now indicated in combination with pertuzumab as first-line treatment of
adult patients with unresectable or metastatic HER2-positive (IHC 3+ or ISH+) breast cancer, as
determined by an FDA-approved test.

Enhertu is administered as 5.4 mg/kg every 3 weeks followed by pertuzumab. Pertuzumab is
administered as 840 mg for the first cycle and then 420 mg for subsequent cycles. Treatment is continued
until disease progression or unacceptable disease toxicity.

The efficacy of Enhertu in combination with pertuzumab was evaluated in DESTINY-Breast09, a
randomized, three-arm study in 1157 adult patients with HER2-positive advanced or metastatic breast
cancer who had no received prior chemotherapy or HER2-targeted therapy or had received neoadjuvant
or adjuvant HER2-targeted therapy more than 6 months before the diagnosis of advanced or metastatic
disease.

Patients were randomized 1:1:1 to receive either, Enhertu 5.4 mg/kg plus pertuzumab (N=383), or THP
(taxane [docetaxel or paclitaxel], trastuzumab, and pertuzumab) (N=387), or an investigational therapy
(N=387) by intravenous infusion every 3 weeks until unacceptable toxicity or disease progression.

The major efficacy outcome was progression-free survival (PFS) as assessed by blinded independent
central review (BICR) based on (RECIST) v1.1. Additional efficacy outcome measures were overall
survival (OS) and confirmed objective response rate (ORR) assessed by BICR. The trial demonstrated
statistically significant improvement in PFS for patients randomized to Enhertu + pertuzumab compared to
THP. Efficacy results are shown in Table 1. OS data was not mature at the time of analysis.

Table 1. Efficacy results in DESTINY-Breast09'

ENHERTU

5.4 mg/kg + THP?®
Efficacy Parameter Pertuzumab N = 387

N =383

Progression-Free Survival (PFS) per BICR
Number of events (%) 118 (31) 172 (44)
Median, months (95% CI) 40.7 (36.5, NE) 26.9 (21.8, NE)
Hazard ratio (95% CI) 0.56 (0.44, 0.71)
p-valuet < 0.0001

IConfirmed Objective Response Rate (ORR) per BICR

;:ts:zlriu;:v;}h Measurable Disease at 374 371

IORR (95% CI)* 87 (83, 90) 81 (77, 85)
Complete Response, % 15 8
Partial Response, % 72 73

Cl = confidence interval; NE = not estimable, N = number

TThe stratified log-rank test p-value is compared with the allocated alpha of 0.00043 for this interim analysis (with 73% of the planned number of
events for final analysis).

* 95% Cl was based on Clopper-Pearson method.

§ THP = taxane (docetaxel or paclitaxel), trastuzumab,and pertuzumab

No new safety signals were identified and the adverse reactions reported were consistent with the known
safety profile of Enhertu and pertuzumab.

Current Formulary Status: Medical Benefit, PA Required
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Recommendation: No changes are recommended for the formulary placement or the authorization
duration. The following changes are recommended to the Medical Benefit Policy 208.0 to incorporate the
new indication.

Medical Benefit Policy 208.0 Enhertu

Breast Cancer

OR

OR

Prescription written by a hematologist or oncologist AND
Medical record documentation of patient age greater than or equal to 18 years AND
Medical record documentation of unresectable or metastatic HER2-positive (IHC 3+ or ISH
positive) breast cancer AND
Medical record documentation of one of the following:

o Documentation of a prior anti-HER2 based therapy in the metastatic setting OR

o Documentation of a prior anti-HER2 based therapy in the neoadjuvant or adjuvant setting
AND documentation of disease recurrence during or within 6 months of completing
therapy OR

o Documentation of first line treatment in combination with pertuzumab

e Prescription written by a hematologist or oncologist AND
e Medical record documentation of patient age greater than or equal to 18 years AND
e Medical record documentation of unresectable or metastatic hormone-receptor (HR)-positive
breast cancer AND
e Medical record documentation of one of the following:
o Documentation that the tumor is HER2-low (IHC 1+ or IHC 2+/ISH-) as determined
by an FDA-approved test OR
o Documentation that the tumor is HER2-ultralow (IHC 0 with membrane staining) as
deter-mined by an FDA-approved test
AND
e Medical record documentation that the patient has progressed on one or more endocrine
therapies in the metastatic setting

Prescription written by a hematologist or oncologist AND
Medical record documentation of patient age greater than or equal to 18 years AND
Medical record documentation of unresectable or metastatic HER2-low (IHC 1+ or IHC 2+/ISH-)
breast cancer, as detected by an Food and Drug Administration (FDA)-approved test AND
Medical record documentation that Enhertu will be used as a single agent AND
Medical record documentation of one of the following:

o Documentation of a prior chemotherapy in the metastatic setting OR

o Documentation of disease recurrence during or within 6 months of completing adjuvant

chemotherapy

Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (35 approved, 0 rejected).

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.
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RUBRACA (rucaparib)

Clinical Summary: Rubraca has an updated indication as a result of confirmatory trials in metastatic
castration-resistant prostate cancer (NCRPC). The indication went from accelerated approval in patients
who have been treated with androgen receptor-directed therapy and a taxane-based chemotherapy to
standard approval in patients who have been treated with androgen receptor-directed therapy.

There is no update to the recommended dosage with the change to the indication.

The change to the indication comes from results of the TRITON-3 trial, a randomized, open label trial
which evaluated Rubraca to an androgen receptor pathway inhibitor (enzalutamide or abiraterone) or
docetaxel in patients with progressive BRCA or ATM mutated mCRPC patients. Patients were required to
have progressed on treatment with one ARPI and could not have received prior chemotherapy in the
castrate-resistant setting. Prior taxane chemotherapy for castration-sensitive disease was permitted.
Patients were required to be surgically or medically castrated with a castrate level of serum testosterone
at study entry.

The major efficacy outcome measure was radiographic progression-free survival (rPFS) as determined by
independent radiology review (IRR) using RECIST version 1.1 and Prostate Cancer Clinical Trials
Working Group 3 (PCWG3) (bone) criteria. Additional efficacy outcome measures included overall
survival (OS) and IRR-assessed objective response rate (ORR).

TRITON3 demonstrated a statistically significant improvement in IRR-assessed rPFS for Rubraca
compared to ARPI or docetaxel in patients with BRCAm and in the overall population. Efficacy results are
seen in Table 1.

Table 1. Efficacy Results from the BRCAm Subgroup of the TRITON3 Study’

RUBRACA ARPI or Docetaxel
Endpoint
N=201" N=101"
Radiographic Progression Free Survival’
Number of events, n (%) 115 (57%) 67 (66%)
Median in months (95% CI) 11.2(9.2-13.8) 6.4 (5.4-8.3)
Hazard ratio” (95% CI) 0.50 (0.36, 0.69)
p-value® <0.0001
Overall Survival’
Number of events, n (%) 152 (76%) 74 (73%)
Median in months (95% CI) 23.2(19.1,25.2) 21.2(18.0,23.1)
Hazard ratio® (95% CI) 0.91 (0.68, 1.20)
p-value® NS
Confirmed Overall Response Rate™* N=82 N=41
Overall response rate (95% CI) 45.1 (34.1, 56.5) 17.1(7.2,32.1)
Number of complete responses, n (%) 10 (12.2) 2(4.9)
Number of partial responses, n (%) 27(32.9) 5(12.2)

NS = Not significant

Based on IRR assessment.

Cox proportional hazards model stratified by ECOG Status (0 or 1) and type of mutation (BRCA/ or BRCA2).

P-value based on the stratified log-rank test

Based on pre-specified final analysis.

Based on patients with measurable disease at baseline per IRR assessment. Responses are based on soft tissue and bone lesion
assessment.

Based on the BRCA mutation status used at the randomization. This excludes one patient with a reported ATM mutation at
randomization but found to have a BRCA2 mutation based on the verified source.

A oB R o ooB
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Current Formulary Status: Pharmacy Benefit, Tiering for Commercial, Exchange, & GHP Kids:

2 Tier/CHIP 3 Tier 4 Tier ACA

Tier 2 — Brand (Oral Tier 3 — Brand NP (Oral | Tier 3 — Brand NP (Oral | Tier 1 — Brand NP (Oral

Oncology $0 Copay) Oncology $0 Copay) Oncology $0 Copay) Oncology $0 Copay)
Requires PA — Updated to the new standard oral oncology policy, QL: 4 tablets per day, limited to 1
month supply

Recommendation: There are no changes recommended at this time.
Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (31 approved, 0 rejected).

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

JAYPIRCA (pirtobrutinib)

Clinical Summary: Jaypirca has an updated indication as a result of confirmatory trials in chronic
lymphocytic leukemia or small lymphocytic lymphoma (CLL/SLL). Jaypirca had accelerated approval in
patients who have received at least two prior lines of therapy, including a BTK inhibitor and a BCL-2
inhibitor and now has standard approval for patients who have previously been treated with a covalent
BTK inhibitor.

There is no change to the recommended dosage of Jaypirca with the changed indication.

The change to the indication comes from results of the BRUIN-CLL-321 trial, a randomized, active
controlled study comparing Jaypirca to investigator’s choice in patients with covalent BTK-inhibitor
pretreated CLL/SLL. Investigator’s choice included idelalisib + rituximab or bendamustine + rituximab.

The primary efficacy outcome measure was progression-free survival (PFS), as assessed by an
Independent Review Committee (IRC) using 2018 iwCLL criteria. The median duration of follow up at the
primary analysis was 6.6 months. Efficacy results for the primary analysis are shown in Table 1.

Table 1. Efficacy Results per IRC in Patients with CLL/SLL Previously Treated with a BTK Inhibitor
(BRUIN CLL-321)"

JAYPIRCA 200 mg once daily Investigator's Choice of Idelalisib +
Rituximab Product or Bendamustine +
(N=119) Rituximab Product
Parameter 2 (N=119)
Progression-free Survival
Number of Events, n 45 (38%) 50 (42%)
Disease Progression 35 (29%) 38 (32%)
Death 10 (8%) 12 (10%)
Median PFS (95% CI), months ® 11.2(95,11.4) 8.7(7.2,10.2)
HR (95% ClI) © 0.58 (0.38, 0.89)
P-value ¢ 0.0105

Cl, confidence interval; HR, hazard ratio.

2 Efficacy was assessed using the 2018 International Workshop for Chronic Lymphocytic Leukemia (iwCLL) guidelines
®  Based on Kaplan-Meier estimation.

¢ Based on stratified Cox proportional hazards model.

4 2-sided p-value based on stratified log-rank test
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No new safety signals were identified with the new indication.

Current Formulary Status: Pharmacy Benefit, Tiering for Commercial, Exchange, & GHP Kids:

2 Tier/CHIP 3 Tier 4 Tier ACA

Tier 2 — Brand (Oral Tier 3 — Brand NP (Oral | Tier 3 —Brand NP (Oral | Tier 1 — Brand NP (Oral

Oncology $0 Copay) Oncology $0 Copay) Oncology $0 Copay) Oncology $0 Copay)
Requires PA — Updated to the new standard oral oncology policy, QL: 50 mg tablets: 1 tablet per day, 30
day supply per fill 100 mg tablets: 2 tablets per day, 30 day supply per fill

Recommendation: There are no changes recommended at this time.
Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (35 approved, 0 rejected).

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

VRAYLAR (cariprazine)

Clinical Summary: Vraylar is now indicated for the treatment of schizophrenia in pediatric patients 13
years and older and acute manic or mixed episodes associated with bipolar | disorder in patients 10 years
of age and older. Previously these indications were only approved in adult patients. Treatment of
depressive episodes associated with bipolar | disorder (bipolar depression) and adjunctive therapy for
treatment of major depressive disorder remain limited to the treatment of adult patients.

Vraylar is administered once daily with or without food. The recommended starting dose in pediatric
patients is 0.5 mg once daily. The recommended dosage range for pediatric patients with schizophrenia is
1.5 mg to 4.5 mg orally once daily. The recommended dosage range for pediatric patients with manic or
mixed episodes associated with bipolar | is 3 mg to 4.5 mg once daily. Vraylar is now supplied as 0.5 mg
and 0.75 mg capsules in additional to the previously approved 1.5 mg, 3 mg, 4.5 mg, and 6 mg capsules.

The safety and efficacy of Vraylar for the treatment of schizophrenia in pediatric patients 13 years and
older is supported by evidence from adequate and well controlled clinical trials in adults with
schizophrenia, along with pharmacokinetic data from adults and pediatric patients, and safety data in
pediatric patients aged 13 to 17 years. The safety was assessed in 164 pediatric patients, of whom 72
received Vraylar for at least 6 months. Adverse reactions reported in clinical studies were generally
similar to those observed in adult patients. No new safety signals were identified.

Current Formulary Status: Vraylar 1.5 mg, 3 mg, 4.5 mg, 6 mg: Pharmacy Benefit, Tiering as follows:
2 Tier/CHIP 3 Tier 4 Tier ACA
Tier 2 - Brand Tier 3 — Brand NP Tier 3 — Brand NP Tier 5 — Brand NP
Requires PA, QL: 1 capsule per day

Recommendation: It is recommended that Vraylar 0.5mg and 0.75 mg capsules be added to the
formulary as follows:

2 Tier/CHIP 3 Tier 4 Tier ACA

Tier 2 - Brand Tier 3 — Brand NP Tier 3 — Brand NP Tier 5 — Brand NP

A quantity limit of 1 tablet per day will apply. They will require a prior authorization and should be
reviewed with Commercial Policy 416.0 which will be updated as follows to incorporate the new patient
population.
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e Medical record documentation of one of the following:
o Vraylar is being used for schizophrenia AND age greater than or equal to 13 years OR
o Vraylar is being used for acute treatment of manic or mixed episodes associated with
bipolar | disorder AND age greater than or equal to 10 years AND
e Medical record documentation of a therapeutic failure on, intolerance to, or contraindication to
three (3) generic, formulary atypical antipsychotics

Bipolar Depression

e Medical record documentation of age greater than or equal to 18 years AND

e Medical record documentation that Vraylar is being used for the treatment of depressive episodes
associated with bipolar | disorder (bipolar depression) AND

e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to
quetiapine

Major Depressive Disorder

e Medical record documentation of age greater than or equal to 18 years AND

e Medical record documentation of a diagnosis of major depressive disorder (MDD) AND

e Medical record documentation that the patient is using Vraylar as adjunctive therapy AND

e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to at
least a 4-week trial of combination therapy with aripiprazole and an antidepressant AND

e Medical record documentation of one of the following:

o Medical record documentation of therapeutic failure on, intolerance to, or contraindication
to at least a 4-week trial of combination antidepressant therapy (such as a selective
serotonin reuptake inhibitor [SSRI] and bupropion or a serotonin and norepinephrine
reuptake inhibitor [SNRI] and bupropion) OR

o Medical record documentation of therapeutic failure on, intolerance to, or contraindication
to at least a 4-week trial of an antidepressant with augmentation therapy (including, but
not limited to lithium, valproate, carbamazepine, and lamotrigine)

MEDISPAN AUTHORIZATION LEVEL: GPI-10

QUANTITY LIMIT: No QLs need to be entered within the authorization unless the requested
quantity exceeds the QL.
e QL FORLETTER ONLY: 1 capsule per day

Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (34 approved, 0 rejected).

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.
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UPDATES

LIPID LOWERING THERAPRIES UPDATE

Background: Recently, the 2025 American College of Cardiology/American Heart Association guidelines
for acute coronary syndromes (ACS) established more stringent LDL-C targets, particularly in high risk
patients. The new guidelines recommend patients with significant risk factors such as diabetes,
polyvascular disease, elevated lipoprotein(a) [Lp(a)], or suspected familial hypercholesterolemia have a
target LDL-C between 55 and 69 mg/dL. They also advise against de-escalating high-intensity therapy
even at low LDL-C levels.

Statins remain first line therapy but the guidelines expand the role of non-statin therapies with meaningful
LDL-C lowering. Clinical trials have demonstrated better cardiovascular outcomes from earlier
combination therapy vs later combination therapy vs statin monotherapy. Guidelines suggest earlier
consideration of PCSK9 inhibitors in addition to statin-ezetimibe therapy when appropriate for high
residual risk patients. Combination ezetimibe plus bempedoic acid (Nexletol/Nexlizet) is recommended as
an earlier treatment option in patients who are statin intolerant.

Figure 1 and 2 show the updated guideline treatment recommendations for lipid lowering therapies

following an ACS event. Table 1 shows non-statin therapies for LDL-C lowering in statin intolerant
patients.

Figure 1. Management of Lipid-Lowering Therapy for Patients With ACS'

-

" Hospitalization with ACS J

!

Baseline lipid profile

! v : )
- \ - B
Patient not on statin or on Patient already on - ity
low/moderate intensity regimen maximally tolerated statin regimen Rati€nc scatinintolsranc ormefial

Y
| LDL-C <55 mg/dL | |LDL-C 55-69 mg/dL| | LDL-C 270 mg/dL. |

Addition of
nonstatin® LDL-
lowering therapy is
reasonable
(Class 2a)

\ A P :
*Nonstatin LDL-lowering therapy: ezetimibe, PCSK9 inhibitor (eg, alirocumab, evolocumab and inclisiran), and/or bempedoic acid.
ACS indicates acute coronary syndromes; LDL, low-density lipoprotein; LDL-C, low-density lipoprotein cholesterol; and PCSKO9,
proprotein convertase subtilisin/kexin type 9.
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Table 1. Nonstatin Treatment Options for LDL-C Lowering in Patients With ACS Who Are Not at

LDL-C Goal on Maximally Tolerated Statin Therapy'

LDL-C Lowering Outcomes Study Performed

Drug Mechanism of Action (%) in Patients With Recent ACS? Potential Adverse Effects
Ezetimibe* Blocks NPCIL1 cholesterol absorption 15-25 Yes (<10 d post ACS) Hyperuricemia

Evolocumab  Monoclonal antibody to PCSK9 ~60 Established ASCVD (=1 mo post ACS)  Injection site reaction

Alirocumab Monoclonal antibody to PCSK9 ~60 Yes (1-12 mo post ACS) Injection site reaction

Inclisiran Inhibitor of PCSK9 synthesis (small ~50 Clinical outcomes trials in ASCVD are  Injection site reaction

interfering RNA) ongoing
Bempedoic ATP-citrate lyase inhibitor ~20 With or at high risk for CVD (=90 d post Gout; gallstones; liver function test
acidt ACS) abnormalities

All agents are approved by the FDA.

*The LDL-C lowering potency of ezetimibe is greater when used in combination with statin therapy (approximately 25% LDL-C reduction) than when used as monotherapy (15%-20%).
tCoadministration of bempedoic acid with simvastatin at a dose >20 mg and pravastatin at a dose =40 mg is not recommended due to the increased risk of muscle-related adverse

effects from statins.

ACS indicates acute coronary syndromes; ASCVD, atherosclerotic cardiovascular disease; CVD, cardiovascular disease; FDA, U.5. Food and Drug Administration; LOL-C, low-density

lipoprotein cholesterol; NPCIL1, Niemann-Pick C1-Like 1 protein; and PCSK9, proprotein convertase subtilisin/kexin type 9.

Figure 1 Patient-Centered Lipid-Lowering Pathway From Emergency Admission to Long-Term

Care in ACS Patients?
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This figure illustrates a lipid-lowering therapy (LLT) strategy following acute coronary syndrome (ACS), guided by preadmission LLT
status, early lipid profiling, and clinical risk assessment, which guide treatment decisions from hospitalization through follow-up into
chronic coronary artery disease (CAD) care. High-risk patients are defined by the presence of 1 or more residual risk features: type
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2 diabetes, confirmed or suspected familial hypercholesterolemia, markedly elevated untreated low-density lipoprotein cholesterol
(LDL-C), elevated lipoprotein(a) [Lp(a)], polyvascular disease, or recurrent cardiovascular events within the past 2 years. Patient 1 is
on combination (Combo) LLT at admission. Commonest scenario is a patient on statin plus ezetimibe at admission. If LDL-C is >55
mg/dL at admission, intensification is considered. PCSK9-directed injectables are preferred over bempedoic acid when LDL-C is
>70 mg/dL or in the presence of high-risk features. Quadruple therapy may include bempedoic acid if LDL-C remains above goal.
Patient 2 is on statin monotherapy(Statin Mono) at admission. Therapy is escalated to high-intensity statin plus ezetimibe during
admission. If LDL-C remains >55 mg/dL at follow-up, then patient should receive further intensification (triple therapy) guided by
LDL-C level and risk profile. In chronic CAD, quadruple therapy may be used if LDL-C targets remain unmet. Patient 3 is LLT-naive
and statin-unexposed. During admission, initiate high-intensity statin plus ezetimibe. At follow-up, PCSK9-directed injectables are
added if LDL-C is >70 mg/dL or high-risk features are present. If closer to LDL-C goal or access to injectables is limited, bempedoic
acid may be added. Quadruple therapy is considered in the chronic phase if needed. Patient 4 is LLT-naive and statin-intolerant.
During admission, ezetimibe plus bempedoic acid is started. In the post-CAD follow-up chronic CAD phase, if LDL-C is 270 mg/dL, a
PCSK9-directed injectable is added. For LDL-C 55-69 mg/dL, continuation may be reasonable in low-risk patients, but intensification
with the addition of an injectable should be considered in those with additional risk factors (triple therapy). CVD = cardiovascular
disease; non-HDL-C = non-high-density lipoprotein cholesterol; PCSK9i = proprotein convertase subtilisin/kexin type 9 inhibitor; TG
= triglycerides.

Recommendation:
Commercial Policy 393.0 Repatha
e Medical record documentation of a baseline low-density lipoprotein (LDL) drawn within 3
months of the start of PCSK9 therapy
o Low-density lipoprotein (LDL) greater than 130 mg/dL if the member is greater
than or equal to 10 years of age and less than 18 years of age OR
o Low-density lipoprotein (LDL) greater than 100 mg/dL if the member is greater
than or equal to 18 years of age and using Repatha for primary prevention OR
o Low-density lipoprotein (LDL) greater than #0 55 mg/dL if the member is using
Repatha for secondary prevention AND

Commercial Policy 392 Praluent
e Medical record documentation of a baseline low-density lipoprotein (LDL) drawn within 3
months of the start of PCSK9 therapy showing:
o Low-density lipoprotein (LDL) greater than 100 if the member is using Praluent
for primary prevention OR
o Low-density lipoprotein (LDL) greater than 70 55 if the member is using Praluent
for secondary prevention AND

Commercial Policy 640.0 Nexletol
*Medical record documentation of a baseline low-density lipoprotein (LDL) drawn within 3 months of
the start of Nexletol therapy with one of the following:

o Low-density lipoprotein (LDL) greater than 100 if the patient has a diagnosis of
heterozygous familial hypercholesterolemia (HeFH) and is using Nexletol for primary
prevention OR

o Low-density lipoprotein (LDL) greater than #0 55 if the patient has a diagnosis of
atherosclerotic cardiovascular disease (ASCVD) or either heterozygous familial
hypercholesterolemia (HeFH) and is using Nexletol for secondary prevention AND

Commercial Policy 641.0 Nexlizet
e Medical record documentation of a baseline low-density lipoprotein (LDL) drawn within 3 months of
the start of Nexlizet therapy with one of the following:

o Low-density lipoprotein (LDL) greater than 100 if the patient has a diagnosis of
heterozygous familial hypercholesterolemia (HeFH) and is using Nexlizet for primary
prevention OR

o Low-density lipoprotein (LDL) greater than—#0- 55 if the patient has a diagnosis of
atherosclerotic cardiovascular disease (ASCVD) or either heterozygous familial
hypercholesterolemia (HeFH) and is using Nexlizet for secondary prevention AND
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Commercial Policy 293.0 Juxtapid
e Medical record documentation of failure to adequately control low-density lipoprotein
(LDL) levels with combination of maximum tolerated statin dose and ezetimibe defined
as:
o Greater than or equal to 100 mg/dL in patients without cardiovascular disease
o Greater than or equal to #0- 55 mg/dL in patients with established cardiovascular
disease

Medical Benefit Policy 242.0 Evkeeza
The following changes are recommended for both commercial and medicare LOB in the Leqvio
policy:
e Medical record documentation of failure to adequately control low-density lipoprotein (LDL) levels
with combination of maximum tolerated statin dose AND ezetimibe defined as:
o Greater than or equal to 130 mg/dL in pediatric patients greater than or equal to 5 years
of age and less than 18 years of age OR
o Greater than or equal to 100 mg/dL in adult patients without cardiovascular disease OR
o Greater than or equal to Z0- 55 mg/dL in adult patients with established cardiovascular
disease

Medical Benefit Policy 254.0 Leqvio
The following changes are recommended for both commercial and medicare LOB in the Leqvio
policy:
e Medical record documentation of a baseline low-density lipoprotein (LDL) drawn within 3 months
of the start of PCSK9 therapy showing:
o Low-density lipoprotein (LDL) greater than 100 if the member is using Leqvio for primary
prevention OR
o Low-density lipoprotein (LDL) greater than-#0 55 if the member is using Leqvio for
secondary prevention

Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (32 approved, 0 rejected).

Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

ORAL ONCOLOGY UPDATE

Recommendation: It is recommended to retire the following oral oncology policies and review all of them
under the same policy.

BRAND NAME Policy #
Bexarotene admin
Orserdu 749
Zolinza 152

The medications listed above will be consolidated into one oral oncology policy and reviewed with the
following criteria.
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Prior Authorization Criteria (for all oncology products listed above):

e Medical record documentation that the medication is prescribed by or in consultation with a
hematologist, oncologist, or other appropriate specialist AND
e Medical record documentation of a diagnosis that is supported by one of the following:
o U.S. Food and Drug Administration (FDA)- approved package labeling or
o The National Comprehensive Cancer Network (NCCN) guidelines or
o  American Society of Clinical Oncology (ASCO) or
o peer-reviewed medical literature

AND

e Medical record documentation of an age consistent with FDA approval or medically accepted

indication AND

e Medical record documentation that the medication is being prescribed at a dose and duration that
is consistent with FDA-approved package labeling, nationally recognized compendia, or peer-
reviewed medical literature

Updates to authorization durations for consistency:

e |tis recommended to update the authorization duration for the following medications to prior
authorization for new starts only.

o Bexarotene

Quantity Limits for Oral Oncology Policy:

Drug Name

Quantity Limit

Abiraterone Acetate

QL for letter only: 250 mg tablet: 4 tablets per day, 30 day supply per fill; 500
mg tablets: 2 tablets per day, 30 day supply per fill

Abirtega QL for letter only: 250 mg tablet: 4 tablets per day, 30 day supply per fill; 500 mg
tablets: 2 tablets per day, 30 day supply per fill

Akeega QL for letter only: 2 tablets per day, 30 day supply per fill

Alecensa QL for letter only: 8 capsules per day, 30 day supply per fill

Alunbrig QL for letter only: 30 mg tablet: 2 tablets per day, 30 day supply per fill; 90 mg,
180 mg, and Starter Pack: 1 tablet per day, 30 day supply per fill

Augtyro QL for letter only: 8 capsules per day, 30 day supply per fill

Avmapki Fakzynja Co-Pack

QL for letter only: 66 tabs per 28 days, 28 day supply per fill

Ayvakit QL for letter only: 1 tablet per day, 30 day supply per fill

Balversa QL for letter only: 3 mg tablet : 3 tablets per day, 28 day supply per fill; 4 mg
tablet: 2 tablets per day, 28 day supply per fill; 5 mg tablet : 1 tablet per day, 28
day supply per fill

Bosulif QL for letter only: 100 mg tablets: 3 tablets per day, 30 day supply per fill; 400
mg tablets: 1 tablet per day, 30 day supply per fill; 500 mg tablets: 1 tablet per
day, 30 day supply per fill

Braftovi QL for letter only: Melanoma/NSCLC: 6 tablets per day, 30 day supply per fill;
colon cancer: 4 tablets per day, 30 day supply per fill

Brukinsa QL for letter only: 4 capsules per day, 30 day supply per fill

Cabometyx QL for letter only: If approved for 20 mg, 40 mg, or 60 mg daily dose: QL 1 per
day, 30 day supply per fill; If approved for 80 mg daily, dosed as one 20 mg +
one 60 mg tablet: QL 1 per day, 30 day supply per fill; If approved for 80 mg
daily, dosed as two 40 mg tablets daily: QL 2 per day, 30 day supply per fill

Calquence QL for letter only: 2 caps per day, 30 day supply per fill

Caprelsa QL for letter only: 100 mg tab: 2 tabs per day, 30 day supply per fill; 300 mg tab:

1 tab per day, 30 day supply per fill

Cometriq (100 mg Daily Dose)

QL for letter only: 2 capsules per day, 28 day supply per fill

Cometriq (140 mg Daily Dose)

QL for letter only: 4 capsules per day, 30 day supply per fill

Cometriq (60 mg Daily Dose)

QL for letter only: 3 capsules per day, 28 day supply per fill
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Copiktra

QL for letter only: 2 tabs per day, 30 day supply per fill

Cotellic QL for letter only: 3 tabs per day, 30 day supply per fill

Danziten QL for letter only: 4 capsules per day, 28 day supply per fill

Dasatinib QL for letter only: 20 mg tab: 3 tabs per day, 30 day supply per fill;
50/70/80/100/140 mg tabs: 1 tab per day, 30 day supply per fill

Daurismo QL for letter only: 100 mg tab: 1 tab per day, 30 day supply per fill; 25 mg tab: 2
tabs per day, 30 day supply per fill

Ensacove QL for letter only: 2 caps per day, 30 day supply per fill

Erivedge QL for letter only: 1 cap per day, 28 day supply per fill

Erleada QL for letter only: 4 tabs per day, 30 day supply per fill

Erlotinib HCI QL for letter only: 100 mg and 150 mg tablets: 1 tablet per day, 30 day supply
per fill; 25 mg tablets: 3 tablets per day, 30 day supply per fill

Everolimus QL for letter: 1 tab per day, 28 day supply per fill

Exkivity QL for letter only: 4 caps per day, 30 day supply per fill

Fotivda QL for letter only: 21 tabs per 28 days

Fruzagla QL for letter only: 1 mg tabs: 3 tabs per day, 28 day supply per fill; 5 mg tabs: 21
tabs per day 28 days

Gavreto QL for letter only : 4 capsules per day, 30 day supply per fill

Gefitinib QL for letter only: 1 tablet per day, 30 day supply per fill

Gilotrif QL for letter only: 1 tablet per day, 30 day supply per fill

Gomekli QL for letter only: 1 mg capsule & 1 mg soluble tab: 168 caps/tabs per 28 days;
2 mg cap: 84 caps per 28 days

Hernexeos QL for letter only: 3 tabs per day, 30 day supply per fill

Ibrance QL for letter only: 21 caps per 28 days, 28 day supply per fill

Ibtrozi QL for letter only: 3 caps per day, 30 day supply per fill

Iclusig QL for letter only: 1 tab per day, 30 day supply per fill

IDHIFA QL for letter only: 1 tab per day, 30 day supply per fill

Imbruvica QL for letter only: tabs/caps: 1 tab or cap per day, 28 day supply per fill; oral
suspension: 6 mL per day, 36 day supply per fill

Imkeldi QL for letter only: 10 mL per day, 28 day supply per fill

Inlyta QL for letter only: 1 mg tab: 6 tabs per day, 30 day supply per fill; 5 mg tab: 4
tabs per day, 30 day supply per fil

Inluriyo QL for letter only: 2 tabs per day, 30 day supply per fill

Inqovi QL for letter only: 5 tabs per 28 days

Itovebi QL for letter only: 3 mg tabs: 2 tabs per day, 30 day supply per fill; 9 mg tabs: 1
tab per day, 30 day supply per fill

Iwilfin QL for letter only: 8 tabs per day, 30 day supply per fill

Jaypirca QL for letter only: 50 mg tabs: 1 tab per day, 30 day supply per fill; 100 mg tabs:

2 tabs per day, 30 day supply per fill

Kisqali (200 MG Dose)

QL for letter only : Kisgali 200 mg per day: 21 tablets per 28 days

Kisqali (400 MG Dose)

QL for letter only: Kisqali 400 mg per day: 42 tablets per 28 days

Kisqali (600 MG Dose)

QL for letter only: Kisgali 600 mg per day: 63 tablets per 28 days

Kisqali Femara (200 MG
Dose)

QL for letter only: Kisqali/Femara 200 mg per day co-pack: 49 tablets per 28
days

Kisqali Femara (400 MG
Dose)

QL for letter only: Kisqali/Femara 400 mg per day co-pack: 70 tablets per 28
days

Kisqali Femara (600 MG
Dose)

QL for letter only: Kisqali/Femara 600 mg per day co-pack: 91 tablets per 28
days
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Koselugo

QL for letter only: 10 mg capsules: 8 capsules per day, 30 day supply per fill; 25
mg capsules: 4 capsules per day, 30 day supply per fill; 5 mg oral granules: 20
oral granules per day, 30 day supply per fill; 7.5 mg oral granules: 12 oral
granules per day, 30 day supply per fill

Krazati

QL for letter only: 6 tablets per day, 30 day suppply per fill

Lapatinib Ditosylate

QL for letter only: 6 tabs per day, 30 day supply per fill

Lazcluze

QL for letter only: 80 mg tabs: 2 tabs per day, 30 day supply per fill; 240 mg
tabs: 1 tab per day, 30 day supply per fill

Lenalidomide

QL for letter only: 2.5 mg, 5 mg, 10 mg caps: 1 cap per day, 28 day supply per
fill; 15 mg, 20 mg, & 25 mg: 21 caps per 28 days

Lenvima (10 MG Daily Dose

QL for letter only: 1 capsule per day, 30 days supply per fill

Lenvima (12 MG Daily Dose

QL for letter only: 3 capsules per day, 30 days supply per fill

Lenvima (14 MG Daily Dose

QL for letter only: 2 capsules per day, 30 days supply per fill

Lenvima (18 MG Daily Dose

QL for letter only: 3 capsules per day, 30 days supply per fill

Lenvima (20 MG Daily Dose

QL for letter only: 2 capsules per day, 30 days supply per fill

)
)
)
)
)
)

Lenvima (24 MG Daily Dose

QL for letter only: 3 capsules per day, 30 days supply per fill

Lenvima (4 MG Daily Dose)

QL for letter only: 1 capsule per day, 30 days supply per fill

Lenvima (8 MG Daily Dose)

QL for letter only: 2 capsules per day, 30 days supply per fill

Lonsurf

QL for letter only: 15 mg/6.14 mg tablet: 100 tablets per 28 days; 20 mg/8.19 mg
tablet: 80 tablets per 28 days

Lorbrena QL for letter only: 25 mg tab: 3 tabs per day, 30 day supply per fill
Lumakras QL for letter only: 8 tabs per day, 30 day supply per fill
Lynparza QL for letter only: 4 tabs per day, 30 day supply per fill

Lytgobi (12 MG Daily Dose)

QL for letter only: Lytgobi 12 mg daily dose: 84 tablets per 28 days

Lytgobi (16 MG Daily Dose)

QL for letter only: Lytgobi 16 mg daily dose: 112 tablets per 28 days

Lytgobi (20 MG Daily Dose)

QL for letter only: Lytgobi 20 mg daily dose: 140 tablets per 28 days

Mekinist

QL for letter only: 1 mg and 2 mg: 1 tablet per day, 30 day supply per fill; 0.5 mg:
3 tablets per day, 30 day supply per fill; oral solution: 40 mL per day, 30 day
supply per fill

Mektovi QL for letter only: 6 tabs per day, 30 day supply per fill

Modeyso QL for letter only: 20 capsules per 28 days

Nerlynx QL for letter only: 6 tabs per day, up to a 30 day supply per fill

Nilotinib HCI QL for letter only: 50 mg capsule: 4 capsules per day, 30 day supply per fill; 150
mg and 200 mg capsule: 4 capsules per day, 28 day supply per fill

Ninlaro QL for letter only: 3 caps per 28 days

Nubeqga QL for letter only: 4 tabs per day, 30 day supply per fill

Odomzo QL for letter only: 1 capsule per day, 30 days supply per fill

Ogsiveo QL for letter only: 6 tablets per day, 30 day suppply per fill

Ojemda QL for letter only: Ojemda 100 mg tablet (4 blister cards (4 tablets each)) (NDC
82950-001-
16): 16 tablets per 28 days; Ojemda 100 mg tablets (5 blister cards (4 tablets
each)) (NDC 82950-001-
20): 20 tablets per 28 days; Ojemda 100 mg tablets (4 blister cards (6 tablets
each)) (NDC 82950-001-
24): 24 tablets per 28 days; Ojemda 25 mg/mL suspension: 96 mL per 28 days

Onureg QL for letter only: 14 tabs per 28 days

Orgovyx QL for letter only 64 tabs per 30 days

Orserdu QL for letter only: 86 mg tablets: 3 tablets per day, 30 day supply per fill; 345 mg

tablets: 1 tablet per day, 30 day supply per fill
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PAZOPanib HCI

QL for letter only: 4 tabs per day, 30 day supply per fill

Pemazyre

QL for letter only: 1 tab per day

Phyrago

QL for letter only: 20 mg tablet: 3 tablets per day, 30 day supply per fill; 50 mg,
70 mg, 80 mg, 100 mg, and 140 mg tablets: 1 tablet per day, 30 day supply per
fill

Pigray (200 MG Daily Dose)

QL for letter only: 200 mg daily dose: 1 tablet per day, 28 day supply per fill

Pigray (250 MG Daily Dose)

QL for letter only: 300 mg or 250 mg daily dose: 2 tablets per day, 28 day
supply per fill

Pigray (300 MG Daily Dose)

QL for letter only: 300 mg or 250 mg daily dose: 2 tablets per day, 28 day
supply per fill

Pomalyst QL for letter only : 21 tablets per 28 days

Qinlock QL for letter only: 90 tabs per 30 days

Retevmo QL for letter only: 40 mg capsules: 3 capsules per day, 30 day supply per fill; 80
mg capsules: 4 capsules per day, 30 day supply per fill;, 40 mg tablets: 3 tablets
per day, 30 day supply per fill; 80 mg tablets: 2 tablets per day, 30 day supply
per fill; 120 mg tablets: 2 tablets per day, 30 day supply per fill; 160 mg tablets:
2 tablets per day, 30 day supply per fill

Revuforj QL for letter only: 25 mg tablets: 8 tablets per day, 30 day supply per fill; 110 mg
tablets: 4 tablets per day, 30 day supply per fill; 160 mg tablets: 2 tablets per
day, 30 day supply per fill

Rezlidhia QL for letter only: 2 caps per day, 30 day supply per fill

Romvimza QL for letter only: 8 caps per 28 days, 28 day supply per fill

Rozlytrek QL for letter only: 100 mg capsules: 1 capsule per day, 30 day supply per fill;
200 mg capsules: 3 capsules per day, 30 day supply per fill; 50 mg packets: 12
packets per day, 30 day supply per fill

Rubraca QL for letter only: 4 tabs per day, 30 day supply per fill

Rydapt AML: QL for letter only: 56 caps per 21 days; ASM/SM_AHN/MCL: QL for letter:
224 caps per 28 days

Scemblix 40 mg or 80 mg per day: QL for letter: 2 tabs per day, 30 day supply per fill; 200

mg twice daily (100 mg tabs): QL for letter only: 2 tabs per day. 30 day supply
per fill; 160 mg twice daily (40 mg tabs): QL for letter: 8 tabs per day, 30 day
supply per fill

SORAfenib Tosylate

QL for letter only: 4 tabs per day, 30 day supply per fill

Stivarga QL for letter only: 84 tabs per 28 days

SUN!Itinib Malate QL for letter only: 1 cap per day, 28 day supply per fill

Tabrecta QL for letter only: 4 tabs per day, 30 day supply per fill

Tafinlar QL for letter only: Tafinlar: 4 capsules per day, 30 day supply per fill; Tafinlar
Tablets for Oral Suspension: 30 tablets per day, 30 day supply per fill

Tagrisso QL for letter only: 1 tab per day, 30 day supply per fill

Talzenna QL for letter only: 1 cap per day, 30 day supply per fill

Tasigna QL for letter only: 50 mg cap: 4 caps per day, 30 day supply per fill; 150 mg and
200 mg caps: 4 caps per day, 28 day supply per fill

Tazverik QL for letter only: 8 tabs per day, 30 day supply per fill

Tepmetko QL for letter only: 2 tabs per day, 30 day supply per fill

Tibsovo QL for letter only: 2 tabs per day, 30 day supply per fill

Torpenz QL for letter only: 1 tab per day, 30 day supply per fill

Trugap QL for letter only: 64 tabs per 28 days

Truseltig (100MG Daily Dose)

QL for letter only: Truseltig 100 mg daily dose: 21 capsules per 28 days

Truseltig (125MG Daily Dose)

QL for letter only: Truseltiq 125 mg daily dose: 42 capsules per 28 days

Truseltiq (50MG Daily Dose)

QL for letter only: Truseltiq 50 mg daily dose: 42 capsules per 28 days
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Truseltiq (75MG Daily Dose) QL for letter only: Truseltiq 75 mg daily dose: 63 capsules per 28 days

Tukysa QL for letter only: 4 tabs per day, 30 day supply per fill

Turalio QL for letter only: 4 caps per day, 30 day supply per fill

Vanflyta QL for letter only: 2 tabs per day, 28 day supply per fill

Venclexta QL for letter only: 10 mg tablet: 2 tablets per day, 30 day supply per fill; 50 mg
tablet: 1 tablet per day, 30 day supply per fill; 100 mg tablet, 6 tablets per day,
30 day supply per fill; starter pack: 42 tablets per 28 days

Venclexta Starting Pack QL for letter only: 10 mg tablet: 2 tablets per day, 30 day supply per fill; 50 mg
tablet: 1 tablet per day, 30 day supply per fill; 100 mg tablet, 6 tablets per day,
30 day supply per fill; starter pack: 42 tablets per 28 days

Verzenio QL for letter only: 2 tabs per day, 28 day supply per fill

Vitrakvi QL for letter only: 25 mg capsule: 6 capsules per day, 30 day supply per fill; 100
mg capsule: 2 capsules per day, 30 day supply per fill; 20 mg/mL solution: 10
mL per day, 30 day supply per fill

Vizimpro QL for letter only: 1 tab per day, 30 day supply per fill

Voranigo QL for letter only: 10 mg tabs: 2 tabs per day, 30 day supply per fill; 40 mg tabs:
1 tab per day, 30 day supply per fill

Welireg QL for letter only: 90 tabs per 30 days

Xalkori QL for letter only: Capsules: 4 capsules per day, 30 day supply per fill; 20 mg &
50 mg Oral Pellets: 4 pellets per day, 30 day supply per fill; 150 mg Oral Pellets:
6 pellets per day, 30 day supply per fill

Xospata QL for letter only: 3 tabs per day, 30 day supply per fill

Xtandi QL for letter only: 40 mg capsules: 4 capsules per day, 30 day supply per fill; 40
mg tabs: 4 tabs per day, 30 day supply per fill; 80 mg tabs: 2 tabs per day, 30
day supply per fill

Yonsa QL for letter only: 4 tabs per day, 30 day supply per fill

Zejula QL for letter only: 3 tabs per day, 30 day supply per fill

Zelboraf QL for letter only: 8 tabs per day, 30 day supply per fill

Zolinza QL for letter only: 4 capsules per day, 30 day supply per fill

Zydelig QL for letter only: 2 tabs per day, 30 day supply per fill

Zykadia QL for letter only: 3 tabs per day, 38 day supply per fill

Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (33 approved, 0 rejected).

Additional evidence of the criteria used to make this decision can be found in the drug review presented

to the committee.

Meeting adjourned at 3:59 pm.

The next bi-monthly scheduled meeting will be held on May 12, 2026 at 1:00 p.m.

Meeting will be held virtually via phone/Microsoft Teams.
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