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Call to Order:
Dr. Bret Yarczower called the meeting to order at 1:02 p.m., Tuesday, November 11, 2025.



Review and Approval of Minutes:
Dr. Bret Yarczower asked for a motion or approval to accept the September 9, 2025, and August 2025 e-
vote minutes as written. Minutes approved unanimously. None were opposed.

DRUG REVIEWS

ARBLI (losartan oral suspension)

Review: Arbli is a peppermint flavored oral suspension of losartan, an angiotensin Il receptor blocker
(ARB) used for hypertension, stroke prophylaxis in patients with hypertension and left ventricular
hypertrophy, and patients with diabetic nephropathy and a history of hypertension. Arbli is available as a
10 mg/mL oral suspension, which is supplied in 165 mL bottles. Arbli should be shaken well before
administration with a calibrated oral syringe, stored at room temperature, and used within 60 days of
opening. The recommended dosing of Arbli is an initial dose of 50 mg by mouth once daily titrated up to
the highest tolerated dose, with a maximum daily dose of 100 mg per day. Blood pressure, symptoms of
hypotension, serum creatinine, and serum potassium levels should be monitored when titrating the dose
of Arbli. Arbli exerts its pharmacological effects on angiotensin by blocking the AT1 receptor subtype,
which are found in the heart, kidneys, and adrenal gland. Selective inhibition of angiotensin at the AT1
receptor results in reduced vasoconstriction and aldosterone secretion, therefore reducing systemic
vascular resistance with little effect on heart rate.

According to the 2025 American College of Cardiology (ACC)/ American Heart Association (AHA)
guidelines for hypertension, first line treatment options include angiotensin-converting enzyme inhibitors
(ACEi), thiazide-like diuretics, dihydropyridine calcium channel blockers (DHP CCB), and ARBs. Arbli
may be used as monotherapy or in combination with other antihypertensive agents. According to the
2025 American Diabetes Association (ADA) standards of care, in patients with diabetes and coronary
artery disease or urine albumin-to-creatinine ratio >30 mg/g, initiation of an ACEi or ARB is strongly
recommended to prevent further kidney damage. According to the 2024 American College of Cardiology
(ACC)/ American Heart Association (AHA) guidelines for hypertrophic cardiomyopathy, ARBs have not
been proven to show much clinical benefit, in terms of reducing the thickness of the ventricular wall.
However, they have a favorable safety profile and may be continued for other indications — such as
hypertension — in patients with ventricular hypertrophy.

The safety profile of Arbli is similar to its generic formulation, losartan. Use is contraindicated in patients
with known hypersensitivity or concurrent use of aliskiren in patients with diabetes. Caution should be
used in patients with significant aortic/mitral stenosis, ascites due to cirrhosis, and severe renal or hepatic
dysfunction. In patients aged 60 years or older, there is insufficient evidence to suggest a difference in
efficacy/safety compared to younger patients. However, Arbli should be used in lower doses to minimize
the risk of hypotension. Arbli has been approved for use in patients aged 6 to 16 years, while use in
patients less than 2 years of age is not recommended. Arbli has a boxed warning for fetal harm and
should be discontinued as soon as possible once pregnancy is confirmed. Medications that work on the
renin-angiotensin system result in decreased fetal renal function, leading to an increased risk of fetal
death. Additionally, Arbli may increase the risk birth defects such as underdevelopment of the skull,
anuria, renal failure, hypotension, and death. Common side effects of Arbli are similar to its generic
formulation, losartan.

Overall, Arbli was well-tolerated in clinical trials. Tolerability data is obtained from 4 trials which include
over 1,000 patients who received various doses of losartan or placebo. The most commonly reported
side effects include dizziness (3%), upper respiratory infections (8%), nasal congestion (2%), and back
pain (2%). To date, there are no clinical trials evaluating Arbli specifically. However, losartan has a fair
amount of clinical data to support its use. Losartan was studied in 4 placebo-controlled trials of doses
ranging from 10 to 150 mg per day to establish its safety and efficacy for the treatment of hypertension.
Doses of 50 or 100 mg given once daily were found to have the most significant decrease in both systolic
and diastolic blood pressure while maintaining a safe peak serum concentration. Losartan was also
evaluated for the treatment of diabetic nephropathy in the Reduction of End Points in Type 2 Diabetes



With the Angiotensin Il Antagonist Losartan (RENAAL) Study. This was a randomized, placebo-
controlled, double-blinded trial aimed at evaluating the renal protective effects of losartan. Patients in the
treatment group received losartan 50 mg once daily, which was titrated up to 100 mg once daily if blood
pressure goal was not met. The primary endpoint was a composite of doubled serum creatinine, need for
dialysis or kidney transplant, or death. Losartan reduced the risk of the primary endpoint by 16%
compared to placebo, with a risk reduction of 25% for doubled serum creatinine and 29% for need for
dialysis or kidney transplant as separate secondary endpoints.

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 (36 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (37 approved, 0 rejected).

Outcome: Arbli will be a pharmacy benefit and will not be added to the Commercial, Marketplace, and
GHP Kids formulary. The following prior authorization criteria will apply:
e Medical record documentation of use for ONE of the following:
a) Hypertension OR
b) Stroke prophylaxis in patients with hypertension and left ventricular hypertrophy OR
c) Patients with diabetic nephropathy and a history of hypertension AND
e Medical record documentation of age greater than or equal to 6 years AND
Medical record documentation of difficulty swallowing tablets OR
Medical record documentation of contraindication to, intolerance to, or therapeutic failure to 3
alternative formulary angiotensin receptor blockers, one of which must be losartan tablets

GPI LEVEL: GPI-12
AUTHORIZATION DURATION: Open-ended
QUANTITY LIMIT: 10 mL/day

FORMULARY ALTERNATIVES: losartan, candesartan, irbesartan, olmesartan, telmisartan, or
valsartan oral tablets

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.

LEQSELVI (deuruxolitinib)

Review: Leqgselvi is a Janus kinase (JAK) inhibitor indicated for the treatment of adults with severe
alopecia areata (AA). Legselvi is not recommended for use in combination with other JAK inhibitors,
biologic immunomodulators, cyclosporine, or other potent immunosuppressants. Legselvi is the third oral
JAK inhibitor approved for AA, joining Olumiant and Litfulo. Legselvi is available as an 8 mg oral tablet
with a recommended dose of 8 mg twice daily, with or without food.

AA is a chronic autoimmune disease that causes patches or complete hair loss, usually on the scalp and
face, but can affect other parts of the body. In more severe cases, patients can lose all hair on their scalp
(alopecia totalis [AT]) or all hair on their scalp and body (alopecia universalis [AU]). Most patients do not

experience other symptoms with hair loss. However, there may be a negative psychosocial impact on



patients and families, leading to higher risk of comorbid psychiatric conditions. Patients with AA are also
at a higher risk of immune-mediated conditions. AA is thought to have a genetic predisposition. AA is not
caused by stress, but stress could be a trigger for flares or relapses in patients already predisposed to the
condition. Patients can experience remissions and relapses, but the more severe cases have a more
chronic course that can be more treatment refractory with little or no remission periods.

AA diagnosis is typically based on clinical presentation and patient history. The severity of disease is
measured with a standardized tool called the Severity of Alopecia Tool (SALT), which quantifies scalp
hair loss. Scores range from 0 to 100, with higher scores equating to more scalp hair loss and are based
on a percentage of hair loss (e.g. SALT score of 20 = 20% scalp hair loss, 80% scalp hair coverage).
When patient’s hair grows back, their SALT score decreases. The ranges of disease severity based on
SALT score are as follows:

e Nohairloss=0
Limited = 1-20
Moderate = 21-49
Severe = 50-94
Very severe = 95-100

The approach to treatment is complex and there is no cure for AA. The decision to treat is a shared
decision between patients and healthcare professionals where they discuss the risks and benefits of
proceeding with treatment vs. deferring treatment. Treatment response varies and recurrence is common,
and AA may also improve on its own without treatment intervention. These considerations are all
discussed when choosing whether to proceed with treatment.

Treatment options vary based on severity of disease. Intralesional corticosteroid injections are preferred
first-line in patients with limited hair loss. Topical corticosteroids or topical minoxidil can also be
considered in limited hair loss. For extensive scalp hair loss (>50%), topical immunotherapy can be used
first-line with agents diphenylcyclopropenone (DPCP) or squaric acid dibutyl ester (SADBE) obtained from
a compounding pharmacy and the procedure performed by a dermatologist. Systemic agents are used
when topical or intralesional therapies are not appropriate or if patient’s AA is refractory to these
treatments. Immunomodulators are used off-label for treatment, including conventional therapies (e.g.,
cyclosporine, methotrexate, and azathioprine) and targeted JAK inhibitors (e.g., Xeljanz and Jakafi). Oral
corticosteroids may be appropriate for short-term use in certain patients to gain control of severe, rapidly
progressing AA.

There are three FDA-approved drugs for AA, all JAK inhibitors — Legselvi, Olumiant (baricitinib), and
Litfulo (ritlecitinib). Legselvi and Olumiant are JAK1 and JAK2 inhibitors, while Litfulo is a JAK3 and
tyrosine kinase expressed in hepatocellular carcinoma (TEC) inhibitor. All three medications are indicated
for severe AA, but they differ in age of approval — Olumiant and Legselvi are indicated in adults, whereas
Litfulo is indicated in adults and adolescents 12 years of age and older.

Legselvi was evaluated in two Phase 3, randomized, double-blind, placebo-controlled, 24-week clinical
trials: THRIVE-AA1 and THRIVE-AA2. These 2 trials included 1209 adults with AA who had > 50% scalp
hair loss (i.e. severe AA measured by SALT) for > 6 months. Patients were randomized to receive one of
the following twice daily for 24 weeks: Legselvi 8 mg, deuruxolitinib 12 mg, or placebo. The mean pooled
baseline SALT scores across treatments groups ranged from 85.9 to 88.6. The primary endpoint was
percentage of patients achieving SALT score of <20 at Week 24. The key secondary endpoints were
percentage of responders at Week 24 on the Satisfaction of Hair Patient-Reported Outcome (SPRO)
questionnaire and the percentage of patients achieving absolute SALT score of <20 at Weeks 8, 12, 16,
and 20. After completing the 24-week trial, subjects were eligible to enroll in a long-term extension trial.
When assessing the primary endpoint, a greater proportion of patients had a SALT <20 response and
SALT <10 response with Legselvi 8 mg twice daily compared to placebo at Week 24 in both trials. For the
key secondary endpoints, Legselvi demonstrated statistically significant efficacy relative to placebo for
SPRO at Week 24 and SALT <20 at Weeks 12, 16, and 20. Table 1 shows the primary efficacy results
from the two trials.



Table 1. Clinical Response at Week 24 in Adults with Severe AA in THRIVE-AA1 and THRIVE-AA2

THRIVE-AA1 THRIVE-AA2

Placebo | Leqgselvi 8 mg Placebo | Leqgselvi 8 mg

(n=140) | BID (n=127) | BID

(n=351) (n=249)

SALT Scores <20 1% 29% 1% 32%
Common risk difference from Placebo 28% (23%, 33%) 31% (25%, 37%)
(95% CI)
SALT Scores <10 0% 20% 0% 24%
Common risk difference from Placebo 21% (16%, 24% (19%,
(95% CI) 25%)? 30%)?

Abbreviations: AA, alopecia areata; BID, twice daily; SALT, Severity of Alopecia Tool
aNot adjusted for multiplicity.

Legselvi has a black box warning for serious infections, mortality, malignancy, major adverse
cardiovascular events (MACE), and thrombosis. Legselvi is a CYP2C9 substrate; concomitant use with a
moderate or strong inhibitor may increase Legselvi exposure and increase the risk of serious adverse
reactions. Therefore, Legselvi is contraindicated in patients taking moderate or strong CYP2C9 inhibitors
or if they are poor CYP2C9 metabolizers. Patients should be tested to determine CYP2C9 genotype prior
to initiating treatment with Leqselvi. There is not currently an FDA-cleared or -approved test for detection
of CYP2C9 variants to direct the use of Legselvi. Legselvi may cause fetal harm during pregnancy;
consider pregnancy planning and prevention for females of reproductive potential. Patients should be
advised not to breastfeed during treatment with Leqgselvi. Safety and efficacy of Legselvi in pediatric
patients have not been established. There is not enough data to determine if older patients respond
differently to Legselvi because the clinical trials conducted only included 2 (0.3%) patients over the age of
65. Legselvi is not recommended in patients with severe renal impairment or end-stage renal disease
(eGFR < 30 mL/min); no dose adjustment is required in mild or moderate renal impairment (eGFR > 30
mL/min). Legselvi is not recommended in patients with severe hepatic impairment (Child-Pugh class C);
no dose adjustment is required in mild or moderate hepatic impairment (Child-Pugh class A or B).

o Patients who are CYP2C9 poor metabolizers
Contraindications Patients using moderate or strong CYP2C39 inhibitors

Serious infections

Mortality

Black Box Warning Malignancy and Lymphoproliferative Disorders

Major Adverse Cardiovascular Events (MACE)
Thrombosis

Increased risk of LEQSELVI-Associated Serious Adverse
Reactions in CYP2C9 poor metabolizers or with concomitant
use of moderate or strong CYP2C9 inhibitors.

Warnings and Precautions Gastrointestinal Perforations

Lipid Elevations, Anemia, Neutropenia, and Lymphopenia
Immunizations (avoid live vaccines during or immediately
prior to Legselvi)

Headache

Acne

Nasopharyngitis

Blood creatine phosphokinase increased

Hyperlipidemia

Fatigue

Weight increased

Lymphopenia

Thrombocytosis

Anemia

Skin and soft tissue infections

Adverse Reactions
(>1%)




Neutropenia

Herpes

Strong CYP3A4 and moderate or strong CYP2C9 inducers:
Drug Interactions avoid concomitant use

Moderate or strong CYP2C9 inhibitors: contraindicated

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 determined that 50% scalp hair loss should be
required prior to approval? Emily responded that Legselvi is only indicated for patients with severe
alopecia areata and 50% scalp loss aligns with that diagnosis. No additional comments or questions. The
committee unanimously voted to accept the recommendations as presented. None were opposed (35
approved, 0 rejected).

Financial Discussion: Dr. Yarczower asking if there is a point during re-authorization that the patient
would no longer require Leqgselvi if their % scalp hair loss improved to a certain percentage? Emily stated
this policy mirrors the existing Olumiant and Litfulo policies. This diseases state is shown to have
relapses and remissions when therapy is discontinued. Dr. Yarczower asked if you are on it indefinitely
or if you could reach a point where your improvement plateaus? Emily stated they are working through
long term studies, but we will continue to review to determine if an “off” trial would be appropriate to
determine if the member can stop therapy. No additional comments or questions. The committee
unanimously voted to accept the recommendations as presented. None were opposed (35 approved, 0
rejected).

Outcome: Legselvi is a pharmacy benefit and will not be added to the Commercial, Marketplace, or GHP
Kids formularies. The following prior authorization criteria will apply:
e Medical record documentation of age 18 years or older AND
o Medical record documentation of diagnosis of severe alopecia areata (AA), defined as at least
50% scalp hair loss as measured by the Severity of Alopecia Tool (SALT) AND
e Medical record documentation that member does not have hair loss due to androgenetic alopecia
(includes male and female pattern hair loss), chemotherapy-induced hair loss, or other causes of
hair loss other than alopecia areata AND
e Medical record documentation that Leqselvi is not prescribed in combination with other Janus
kinase inhibitors, biologic immunomodulators, cyclosporine, or other potent immunosuppressants
AND
e Medical record documentation that patient is NOT a CYP2C9 poor metabolizer as assessed by
an approved test AND
e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to one
of the following:
o Systemic therapy used for at least 3 months (for example, corticosteroids, methotrexate,
cyclosporine) OR
o Prescription topical corticosteroids used for at least 28 days OR
o Intralesional corticosteroids used for at least 3 months

NOTE: Medical record documentation that patient is not currently prescribed drugs that are moderate
or strong CYP2C9 inhibitors.

GPI LEVEL: GPI-12
AUTHORIZATION DURATION: Initial authorization will be for 12 months. Subsequent approvals will
be for an additional 12 months and will require medical record documentation of clinical improvement

or lack of progression in the signs and symptoms of alopecia areata while on Legselvi therapy.

QUANTITY LIMIT: 2 tablets per day



FORMULARY ALTERNATIVES: prednisone, methylprednisolone, dexamethasone, prednisolone
Low-potency topical corticosteroids: alclometasone dipropionate 0.5% cream and ointment
(Aclovate); desonide 0.05% cream, ointment and lotion (Desowen); fluocinolone acetonide 0.01%
cream, solution, body and scalp oil (Synalar/Derma-Smoothe); hydrocortisone 1% and 2.5% cream,
ointment, and lotion (Hytone) Medium-potency topical corticosteroids: betamethasone valerate 0.1%
cream and lotion (Valisone); fluocinolone acetonide 0.025% cream and ointment (Synalar);
flurandrenolide 0.05% cream, ointment, and lotion (Cordran); fluticasone propionate 0.05% cream
and lotion (Cutivate); hydrocortisone butyrate 0.1% cream, ointment and solution (Locoid);
hydrocortisone valerate 0.2% cream and ointment (Westcort); mometasone 0.1% cream (Elocon);
prednicarbate 0.1% cream and ointment (DermAtop); triamcinolone acetonide 0.025% cream,
ointment and lotion (Kenalog); triamcinolone 0.1% cream, ointment and lotion (Kenalog);
triamcinolone acetonide 0.147 mg/g aerosol (Kenalog Spray)

High-potency topical corticosteroids: amcinonide 0.1% cream, ointment and lotion (Cyclocort);
augmented betamethasone dipropionate 0.05% cream (Diprolene AF); betamethasone dipropionate
0.05% cream, ointment and lotion (Diprolene); betamethasone valerate 0.1% ointment (Valisone);
betamethasone valerate 0.12% foam (Luxiq); desoximetasone 0.25% cream, ointment and 0.05%
cream, gel, ointment (Topicort/Topicort LP); ); diflorasone 0.05% cream (Florone/Psorcon);
fluocinonide 0.05% cream, ointment, gel and solution (Lidex); fluticasone 0.005% ointment (Cutivate);
mometasone 0.1% ointment (Elocon); triamcinolone 0.5% cream and ointment (Kenalog)

Very high-potency topical corticosteroids: augmented betamethasone dipropionate 0.05% ointment,
gel and lotion (Diprolene); clobetasol 0.05% cream, ointment, scalp lotion, shampoo, foam
(Temovate/Clobex/Olux); diflorasone diacetate 0.05% ointment (ApexiCon/Psorcon E); fluocinonide
0.1% cream (Vanos); halobetasol 0.05% cream and

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.

UNLOXCYT (cosibelimab-ipdl)

Review: Unloxcyt is a programmed death ligand-1 (PD-L1) blocking antibody indicated for the treatment
of adults with metastatic cutaneous squamous cell carcinoma (mMCSCC) or locally advanced CSCC
(laCSCC) who are not candidates for curative surgery or curative radiation. Unloxcyt binds PD-L1 and
blocks the interaction between PD-L1 and its receptors PD-1 and B7.1. This interaction in turn stops the
inhibitory effects of PD-L1 on the anti-tumor immune response. It also has been shown to induce
antibody-dependent cell-mediated cytotoxicity (ADCC) in vitro.

The recommended dosage of Unloxcyt is 1200 mg as an intravenous infusion over 60 minutes every 3
weeks. Itis supplied as a 300 mg/5 mL (60 mg/mL) solution in a single-dose vial.

The efficacy of Unloxcyt was evaluated in Study CK-301-101, a multicohort, open-label study in patients
with metastatic CSCC (mCSCC) or locally advanced CSCC (laCSCC) who are not candidates for curative
surgery or curative radiation. Patients were excluded if they had active or suspected autoimmune
disease, an allogeneic transplant within 6 months prior to treatment, prior treatment with anti-PD-1/PD-L1
blocking antibodies or other immune checkpoint inhibitor therapy, uncontrolled or significant
cardiovascular disease, ECOG PS = 2, or infection with HIV, hepatitis B or hepatitis C.

Patients were treated with Unloxcyt 800 mg every 2 weeks until disease progression or unacceptable
toxicity. The major efficacy outcome was objective response rate (ORR) and duration of response (DOR)
assessed by an independent central review committee (ICR) according to RECIST v1.1. For patients with
laCSCC with externally visible target lesions not assessable by radiologic imaging, ORR was determined
by ICR assessments of digital photography (WHO criteria). The efficacy population included 109 patients.
Results are shown in Table 3.



Table 3. Efficacy Results for Study CK-301-101"

Efficacy Endpoints nllvczsggj l;czsglc

Objective Response Rate (ORR)

ORR, n (%) 37 (47) 15 (48)
(95% CI) (36, 59) (30, 67)
Complete response, n (%) 6 (8) 3(10)
Partial response, n (%) 31 (40) 12 (39)

Duration of Response (DOR)

Number of responders N=37 N=15

Median DOR in months® (Range) NR (1.4+,34.1+) | 17.7(3.7+,17.7)

Responders with observed DOR > 6 months, n (%)" 31 (84) 13 (87)

Responders with observed DOR > 12 months, n (%) 20 (54) 3(20)

CI: confidence interval; NR: not reached; +: Denotes ongoing at last assessment.

@ Based on Kaplan-Meier estimate.

® The numerator includes the number of patients whose observed DOR reached at least the specified times of 6 or 12
months. Patients who did not have the opportunity to reach the specified timepoint were included in the denominator
only.

There are no black box warnings for Unloxcyt. Warnings include the risk of severe and fatal immune
mediated reactions which can occur in any organ system or tissue, infusion related reactions,
complications of allogeneic hematopoietic stem cell transplantation, and embryo-fetal toxicity. Serious
adverse reactions occurred in 31% of patients, most commonly sepsis, pneumonia, and pyrexia.
Permanent discontinuation due to adverse reaction occurred in 8% of patients. Dose interruptions
occurred in 36% of patients. The most common adverse reactions were fatigue, musculoskeletal pain,
rash, diarrhea, hypothyroidism, constipation, nausea, headache, pruritus, edema, localized infection, and
urinary tract infection.

The safety and efficacy of Unloxcyt have not been established in pediatric patients. Of the 141 patients
treated with Unloxcyt, 21% were younger than 65 years, 31% were aged 65 through 75 years and 48%
were 75 years or older. No overall differences in safety or efficacy were observed between older and
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: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (35 approved, 0 rejected).

Financial Discussion: Dr. Yarczower asked if we can we evaluate opportunities for a preferred product
in the PD-L1 category with the introduction of additional agents with a similar mechanism? Keith
commented that he is not aware of any opportunities in the PD-L1 space currently, but there will likely be
opportunity with the introduction of Keytruda biosimilars in the future. No additional comments or
questions. The committee unanimously voted to accept the recommendations as presented. None were
opposed (36 approved, 0 rejected).

Outcome: Unloxcyt is a medical benefit and will require prior authorization for Commercial, Marketplace,
and GHP Kids. It will be added to the medical benefit cost share list. When processed at a Specialty
Pharmacy, Unloxcyt will process on the Specialty tier or Brand NP tier for members with a three tier
benefit. The following prior authorization criteria should apply:

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

e Medical record documentation of a diagnosis of metastatic cutaneous squamous cell carcinoma

(mCSCC) or locally advanced CSCC (laCSCC) AND
e Medical record documentation that the patient’s disease is not curable by surgery AND



e Medical record documentation that the patient’s disease is not curable by radiation
GPI LEVEL: GPI-12

AUTHORIZATION DURATION: Initial approval will be for 6 months or less if the reviewing provider
feels it is medically appropriate. Subsequent approvals will be for an additional 6 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.

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.

CRENESSITY (crinecerfont)

Review: Crenessity is a corticotropin-releasing factor type 1 (CRF1) receptor antagonist indicated as
adjunctive treatment to glucocorticoid (GC) replacement therapy for controlling androgens in adults and
pediatric patients aged 4 years and older with classic congenital adrenal hyperplasia (CAH). Crenessity is
available in 25mg, 50mg, and 100mg capsules, as well as a 50mg/mL oral solution. Capsules should be
swallowed whole and stored at room temperature. The oral solution must be dispensed in its original
container and kept refrigerated until it is opened. After opening, it may be stored either in the refrigerator
or at room temperature but must be discarded 30 days after first opening. If a dose is missed, Crenessity
should be administered as soon as possible, even if it is soon before the next scheduled dose. The
recommended adult dosing is 100mg twice daily with a meal. Pediatric dosing is weight based as shown
in Table 1.

Table 1. Recommended CRENESSITY Weight-Based Dosage for Pediatric Patients 4 Years of Age and

Older
Weight Dosage Regimen with a Meal
10 kg to less than 20 ke 25 mg orally twice daily
20 ke to less than 55 kg 50 mg orally twice daily
Greater than or equal to 535 kg 100 mg orally twice daily

Under normal circumstances, corticotropin-releasing factor (CRF) produced in the hypothalamus
stimulates the secretion of adrenocorticotropic hormone (ACTH) from the pituitary gland. ACTH then
stimulates the production of cortisol and androgen in the adrenal cortex. Cortisol provides negative
feedback to both the hypothalamus and pituitary gland to regulate this process. CAH is an autosomal
recessive genetic disorder that impairs the adrenal glands’ ability to produce cortisol, aldosterone, and
androgens. The most common type of CAH, accounting for approximately 95% of cases, is due to 21-
hydroxylase deficiency (21-OHD). CAH presents in two forms, classic and nonclassic, based on genetic
variants and phenotypic differences. The nonclassic form typically has a later onset and partial enzyme
deficiency, with treatment only being needed for symptomatic patients. The classic form, for which
Crenessity is indicated, is more severe and usually onsets during infancy. Classic CAH results in reduced
cortisol production, affecting the body’s ability to respond to stress, regulate blood glucose, and maintain
blood pressure. The loss of cortisol-mediated negative feedback increases ACTH secretion, which leads
to an increased production of adrenal-derived androgens. This imbalance causes early signs of puberty
and ambiguous genitalia. Diagnosis is commonly made through newborn screening, which is conducted
throughout the United States, or from early symptoms and confirmed via blood, genetic, and hormone
level testing. According to the National Organization for Rare Disorders (NORD), CAH affects an
estimated 22,000 to 33,500 individuals in the United States and occurs in approximately 1 in 14,000 to
18,000 live births worldwide.



Crenessity is the first and only FDA-approved medication specifically indicated for the treatment of CAH.
While glucocorticoids remain FDA-approved for cortisol replacement and androgen suppression, no other
non-steroidal therapies specific to CAH have been approved to date. Crenessity works by blocking the
binding of CRF to CRF type 1 receptors in the pituitary gland, which inhibits ACTH secretion, and reduces
ACTH mediated adrenal androgen production. Crenessity should be used in combination with GC
replacement therapy, which remains essential to prevent adrenal crisis. The goal is to reduce the GC
dose needed to maintain disease control. Lowering GC exposure can improve a patient’s quality of life as
well as minimize adverse effects associated with long term steroid use, such as mood changes, fatigue,
weight gain, diabetes, hypertension, and cardiovascular disease.

The safety and efficacy of Crenessity was evaluated in two randomized, double-blind Phase 3 studies,
CAHtalyst Adult trial (NCT04490915) and CAHtalyst Pediatric trial (NCT04806451). All patients were
diagnosed with classic CAH due to 21-OHD and were on a stable GC treatment regimen. In the adult trial,
all patients were required to be taking a total supraphysiological GC dose of greater than 13mg/m?/day in
hydrocortisone dose equivalents and had androgen concentrations in the normal range or with
inadequate control. In the pediatric trial, all patients were required to be taking a total supraphysiological
GC dose of greater than 12mg/m?/day in hydrocortisone dose equivalents and had androgen
concentrations with inadequate control. Patients were excluded from the trial if they had a history of
bilateral adrenalectomy, hypopituitarism, or other condition requiring chronic GC therapy.

The adult trial lasted 24 weeks and during the initial 4-week period, patients maintained their baseline GC
dosing. For the remaining 20 weeks, GC doses were gradually reduced and optimized to achieve the
lowest dose that maintained control of androstenedione (A4). A4 is a key biomarker of CAH severity. Its
levels rise in response to low cortisol and reflect excess adrenal androgen production, and thus
inadequate steroid suppression. Patients in the adult trial were aged 18 to 58 years, and 122 patients
received Crenessity 100mg twice daily, while 60 patients received placebo. The primary endpoint was the
percent change from baseline in the total daily GC dose at week 24, while maintaining A4 control.
Patients treated with Crenessity had a least squares (LS) mean percent reduction of 27% compared to
10% in patients treated with placebo, as shown in Table 7.

Table 7. Percent Change From Baseline in Glucocorticoid Daily Dose While Maintaining
Androstenedione Control at Week 24 in Adults with Classic Congenital Adrenal Hyperplasia
(Study 1)

Treatment Mean (SD) LS Mean (SEM) Placebo-Subtracted LS
G Baseline Percent Change Mean Difference (95% CI)
roup (mg/m¥day) | From Baseline (%) (%)
CRENESSITY 18 (3) =27 (2) 17
Glucocorticoid N=122
o % (-24, -10)
Daily Dose Placebo 18 (6) -10(3) 0.0001
N=60 p=0-

Cl=confidence interval; LS mean=least-squares mean; SD=standard deviation; SEM=standard error of the mean

* In hydrocortisone equivalents (4x equivalency factor for (methyl)predniso(lo)ne, 60x for dexamethasone) adjusted for body surface
area.

A secondary endpoint showed there was a statistically significant difference in the proportion of patients
achieving a reduction in GC daily dose to less than or equal to 11mg/m?/day in hydrocortisone dose
equivalents while maintaining A4 control. There were 68% of patients treated with Crenessity meeting this
reduction versus 18% of placebo-treated patients at week 24. Another secondary endpoint showed a
statistically significant LS mean change from baseline in serum A4 levels with Crenessity-treated patients
showing a reduction of -299 ng/dL compared to an increase of 46 ng/dL in patients treated with placebo
as shown in Table 8.
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Table 8. Change From Baseline in Serum Androstenedione (ng/dL) at Week 4* in Adults with Classic

Congenital Adrenal Hyperplasia (Study 1)

Treatment Mean (SD) LS1Mean (SEM) Pl‘acehu-sul_}tracted
Group Baseline (.hange.fmm LS Mean Difference
Baseline (95% CI)
CRENESSITY 634 -299
Serum N=122 (72) (38) -345
Androstenedione (-457, -232)
(ng/dL)’ Placebo 590 46 p<0.0001
N=60 (74) (50)

Cl=confidence interval; LS mean=least-squares mean; SD=standard deviation; SEM=standard error of the mean
* End of glucocorticoid stable period.
*Obtained prior to the morning glucocorticoid dose.

The pediatric trial lasted 28 weeks and during the initial 4-week period, patients maintained their baseline
GC dosing. For the remaining 24 weeks, GC doses were gradually reduced and optimized to achieve the
lowest dose that maintained control of A4. Patients in the pediatric trial were aged 4 to 17 years, and 60
patients received Crenessity twice daily using weight-based dosing, while 34 patients received placebo.
The primary endpoint was the LS mean change from baseline in serum A4 levels with Crenessity-treated
patients showing a reduction of -197 ng/dL compared to an increase of 71 ng/dL in patients treated with
placebo as shown in Table 9.

Table 9. Change From Baseline in Serum Androstenedione (ng/dL) at Week 4* in Pediatric Subjects with
Classic Congenital Adrenal Hyperplasia (Study 2)

Treatment Mean (SD) LS1 Mean (SEM) Plflcebn-Su!Jtracted
Group Baseline (.hange.fmm LS Mean Dlt:l'erence
Baseline (95% CI)
CRENESSITY 405 -197
iir&l::stenedinne N=69 (164) (40 ( 4()‘_;»2 68] 32)
(ng/dL)" Placebo 483 71 p= 0.0002
N=34 (4506) (56)

Cl=confidence interval; LS mean=least-squares mean; SD=standard deviation; SEM=standard error of the mean
* End of glucocorticoid stable period.
fObtained prior to the morning glucocorticoid dose.

The secondary endpoint was the percent change from baseline in the total daily GC dose at week 28,
while maintaining A4 control. Patients treated with Crenessity had a LS mean percent reduction of 18%
compared to 6% in patients treated with placebo, as shown in Table 10.

Table 10. Percent Change From Baseline in Glucocorticoid Daily Dose While Maintaining
Androstenedione Control at Week 28 in Pediatric Subjects with Classic Congenital Adrenal
Hyperplasia (Study 2)

Mean (SD) LS Mean (SEM) Placebo-subtracted LS
Treatment , Percent Change from Mean Difference
. Baseline . o
Group (mg/m?/day) Baseline (95% CI)
! (%) (%)
CRENESSITY 17 -18 24
Glucocorticoid N=69 (4 2) A
. (-30,-17)
Daily Dose* Placebo 16 6
N p<0.0001
N=34 (3) (3)

Cl=confidence interval; LS mean=least-squares mean; SD=standard deviation; SEM=standard error of the mean
*In hydrocortisone equivalents (4x equivalency factor for (methyl)predniso(lo)ne) adjusted for body surface area.
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The safety of Crenessity was evaluated in the CAHtalyst trials and the most common adverse reactions
experienced in 4% or more of the adult patients were fatigue, headache, dizziness, arthralgia, back pain,
decreased appetite, and myalgia. In pediatric patients, the most common adverse reactions experienced
in 4% or more were headache, abdominal pain, fatigue, nasal congestion, and epistaxis. Crenessity is
contraindicated in patients with a known hypersensitivity to Crenessity. Warnings include hypersensitivity
reactions, which can occur after three days of treatment, and risk of acute adrenal insufficiency or adrenal
crisis with inadequate concomitant GC therapy. Any adjustments to GC dosing should be made under the
supervision of a healthcare provider. Throughout the trials, no adrenal crisis events were reported in
pediatric patients and only one adult patient experienced an adrenal crisis during the trial.

There is insufficient data on the risk of major birth defects, miscarriage or adverse maternal outcome
associated with the use of Crenessity in pregnant women. It is likely that Crenessity will be present in
human milk if breastfeeding, and infants exposed should be monitored for signs of adrenal insufficiency
such as weakness, decreased feeding and weight loss. There was an insufficient number of patients
aged 65 years and older in clinical studies to establish if geriatric patients respond differently than
younger patients. No studies were completed in patients with renal or hepatic impairment, but use is not
recommended in patients with severe renal impairment or end-stage renal disease. For patients taking
strong CYP3A4 inducers, the standard recommended dosage should be doubled and for patients taking
moderate CYP3A4 inducers, the standard recommended evening dose should be doubled.

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: Crenessity will be a pharmacy benefit and will be added to the Commercial, Exchange, and
CHIP Formulary at the Specialty tier or Brand Non-Preferred tier for members with a three-tier benefit.
The following prior authorization criteria will apply:

2 Tier/CHIP 3 Tier 4 Tier ACA
Tier 2 —Brand | Tier 3 —Brand NP | Tier 3 — Brand NP Tier 1 — Brand NP (Oral Oncology $0
Copay)

e Medical record documentation of a confirmed diagnosis of classic congenital adrenal hyperplasia
(CAH) due to 21-hydroxylase deficiency (21-OHD) AND
e Medical record documentation that member is 4 years of age or greater AND
e Medical record documentation that Crenessity is being prescribed by or in consultation with an
endocrinologist or specialist experienced in CAH AND
e Medical record documentation that Crenessity will be used as an adjunctive treatment to
glucocorticoid replacement (e.g., dexamethasone, hydrocortisone, methylprednisolone,
prednisone, prednisolone) AND
e Medical record documentation that member has been receiving a stable regimen of glucocorticoid
treatment for at least 4 weeks AND
e Medical record documentation of one of the following:
o Documentation that member requires a supraphysiologic glucocorticoid dose to control
their disease OR
o Documentation that androgen levels remain uncontrolled despite maximum tolerated
glucocorticoid dosing AND
e Medical record documentation that member has NOT had a history of bilateral adrenalectomy,
hypopituitarism, or other condition requiring chronic glucocorticoid therapy AND
e Medical record documentation of appropriate weight-based dosing AND
o |f the request is for oral solution in patients weighing 255 kg OR in patients with a CYP3A4 dose
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adjustment weighing =220 kg: Medical record documentation that patient is unable to swallow
capsules or reason why capsule formulation couldn't be used.

NOTE: In the CAHtalyst trials, supraphysiologic GC dose was defined as = 12 mg/m?/day
hydrocortisone equivalent in pediatrics or = 13 mg/m?/day in adults.

GPI LEVEL: GPI-12

AUTHORIZATION DURATION: Approval will be given for an initial duration of 6 months, requiring:

e Medical record documentation that a reduction in daily glucocorticoid dose was able to be
achieved AND

e Medical record documentation that Crenessity will continue to be used as an adjunctive
treatment to glucocorticoid replacement AND

e Medical record documentation of appropriate weight-based dosing AND

e |fthe request is for oral solution in patients weighing =255 kg OR in patients with a CYP3A4
dose adjustment weighing 220 kg: Medical record documentation that patient is unable to
swallow capsules or reason why capsule formulation couldn't be used

Subsequent approvals will be for a duration of 12 months, requiring:

e Medical record documentation that a reduction in daily glucocorticoid dose was able to be
maintained AND

e Medical record documentation that Crenessity will continue to be used as an adjunctive
treatment to glucocorticoid replacement AND

e Medical record documentation of appropriate weight-based dosing AND

e If the request is for oral solution in patients weighing =55 kg OR in patients with a CYP3A4
dose adjustment weighing 220 kg: Medical record documentation that patient is unable to
swallow capsules or reason why capsule formulation couldn't be used

QUANTITY LIMIT:
o Capsules: 2 capsules per day, limited to a 30-day supply
e Oral solution: 4 ml per day, limited to a 30-day supply

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.

KHINDIVI (hydrocortisone)

Review: Khindivi is a short-acting glucocorticoid steroid with minimal effect on mineralocorticoid
regulation. This medication is indicated for adrenocortical insufficiency replacement therapy in pediatric
patients 5 years of age or older. Adrenocortical insufficiency is relatively rare endocrine disorder in which
the adrenal glands are not producing enough cortisol. There are approximately 5,000 patients between 5
and 17 years of age in the United States diagnosed with adrenocortical insufficiency. Khindivi replaces
endogenous cortisol in these patients who are unable to produce adequate supplies of glucocorticoids.
Khindivi is supplied as a berry-flavored 1 mg/mL oral solution with a bottle size of 473 mL. This oral
solution does not require reconstitution or refrigeration; however, unused product must be discarded 120
days after each bottle is opened.

Khindivi is individually dosed based on body-surface area with a starting dose of 8-10 mg/m? daily
divided into three doses. Notably, Khindivi is not approved for periods of stress or acute events requiring
higher dosing. Therefore, other formulations of hydrocortisone would need to be utilized for stress dosing.
Doses should be rounded to the nearest 0.5mg or 1mg. Khindivi is administered with an oral syringe.
Unlike Alkinidi (hydrocortisone) sprinkles, Khindivi solution is compatible with gastric tube administration.
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Therefore, patients with gastric tubes would require Khindivi oral solution for compatible administration.
When utilizing gastric tube administration, patients should follow Khindivi with a 20 mL flush of water to
ensure the full dose is delivered.

The Endocrine Society guidelines for primary adrenal insufficiency recommend glucocorticoid therapy
using hydrocortisone in three to four divided doses as first line treatment for children with primary adrenal
insufficiency. Glucocorticoid regimens will need to be adjusted to achieve appropriate replacement. The
Endocrine Society recommends initial hydrocortisone doses of 8 mg/m? for pediatric patients. Once
hydrocortisone is initiated, patients should be monitored for changes in body weight, postural blood
pressure, and energy levels to assess for proper glucocorticoid replacement. The Endocrine Society also
recommends avoiding synthetic, long-acting glucocorticoids such as prednisolone or dexamethasone for
replacement in pediatric patients. The National Adrenal Disease Foundation notes prednisone can be
used as an alternative to hydrocortisone in pediatric patients; however, the Endocrine Society guidelines
do not explicitly comment on prednisone as an alternative to hydrocortisone. Prednisone provides more
potent suppression of adrenocorticotropic hormone (ACTH) compared to hydrocortisone which increases
the degree of growth suppression for a patient. As such, the Endocrine Society suggests the use of
hydrocortisone over “other types of glucocorticoid replacement therapies” for children with primary
adrenocortical insufficiency.

Khindivi has similar adverse events to other formulations of hydrocortisone including labeled warnings for
development of adrenal crisis, immunosuppression, stunted growth, Cushing's syndrome, decreased
bone mineral density, psychiatric disturbances, ophthalmic disturbances, and gastrointestinal
disturbances. A notable warning specific to Khindivi is the potential for systemic reactions to inactive
ingredients in the formulation of this medication. Khindivi contains polyethylene glycol 400, propylene,
glycol, and glycerin. As such, patients using Khindivi are at risk of hyperosmolarity, metabolic acidosis,
hypoglycemia, hepato-renal injury, and central nervous toxicity. Manufacturers recommend immediate
discontinuation of Khindivi if adverse events related to inactive ingredients occur. Common adverse
events associated with Khindivi include fluid retention, glucose fluctuations, increased blood pressure,
mood changes, appetite, weight gain.

No clinical trials were conducted to evaluate the efficacy or safety of Khindivi specifically. Rather,
approval for Khindivi is based on clinical trials of hydrocortisone and hydrocortisone granules (Alkindi
Sprinkle). An uncontrolled, open-label trial (n=18) of oral hydrocortisone granules assessed adverse
reactions associated with oral hydrocortisone. They found several adverse events occurring 211% of
pediatric patients including pyrexia, gastroenteritis, viral upper respiratory tract infections, vomiting, viral
infections, conjunctivitis, viral otitis media, tonsilitis, increased body temperature, bronchitis, dental caries,
diarrhea, genitourinary operation, pharyngitis, respiratory tract infection, and rhinitis. However, as this trial
was conducted using granules not formulated with polyethylene glycol, meaning rates of hypersensitivity
to inactive ingredients were not comparable. Ultimately, all doses of Khindivi should be individualized and
utilize the lowest effective dosing possible to minimize adverse events.

Untreated adrenal insufficiency may result in high rates of complications for pregnant patients, including
maternal mortality. Observational studies of pregnant patients using hydrocortisone have shown minimal
associated risk or negative maternal outcomes. Some epidemiology research has yielded potential
increase in cleft lip with or without cleft palate associated with use of systemic corticosteroids during the
first trimester of pregnancy. However, this data is limited and inconsistent. Additionally, hydrocortisone is
unique among other corticosteroids as it is deactivated by placental enzymes resulting in limited fetal
exposure to hydrocortisone. There is no available data on the presence of hydrocortisone in breast milk
or the effect of hydrocortisone on breast milk production. Khindivi is only approved for children age 5
years or older, as young children do not yet have fully functioning alcohol dehydrogenase enzymes.
Alcohol dehydrogenase metabolizes polyethylene glycol. Therefore, use of Khindivi in children less than 5
years of age increases the risk of polyethylene glycol toxicity, metabolic acidosis, and hyperosmolarity.
Pediatric patients older than 5 years of age should still be evaluated for total polyethylene glycol
consumption from other sources and monitored for toxicity. There are no labeled dose adjustments for
patients with renal impairment or liver dysfunction using Khindivi.
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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 (33 approved, 0 rejected).

Outcome: Khindivi is a pharmacy benefit and will not be added to the Commercial, Marketplace, and
GHP Kids formularies. It will be added to Commercial Policy 719.0 Alkindi Sprinkle with the following
updates:

e Medical record documentation of age less than or equal to 17 years AND
For Khindivi only: Medical documentation of age greater than or equal to 5 years AND
Medical record documentation of a diagnosis of adrenocortical insufficiency AND
Medical documentation of difficulty swallowing OR
Medical record documentation of a therapeutic failure on, intolerance to, or contraindication to two
(2) generic formulary corticosteroid, one of which must be hydrocortisone

GPI LEVEL: GPI-12

AUTHORIZATION DURATION: Approval will be for 12 months. Members will be reassessed
annually for age appropriateness and need for the sprinkle OR solution formulation.

QUANTITY LIMIT: none
RPH SIGNOFF REQUIRED: no
FORMULARY ALTERNATIVES: hydrocortisone tablets, prednisone tablets

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

MODEYSO (dordaviprone)

Review: Modeyso is a protease activator indicated for the treatment of adult and pediatric patients 1 year
of age and older with diffuse midline glioma harboring an H3 K27M mutation with progressive disease
following prior therapy. This was approved under accelerated approval based on response rate and
duration of response. Modeyso activates the mitochondrial caseinolytic protease P (ClpP) and inhibits the
dopamine D2 receptor. In-vitro it activates the integrated stress response, induced apoptosis, and altered
mitochondrial metabolism which leads to restored histone H3K27 trimethylation in H3-K27M-mutant
diffuse glioma models which are associated with the loss of H3K27 trimethylation. Modeyso is the first
and only FDA approved systemic treatment for H3 K27M-mutant DMG. Prior to the approval of Modeyso,
standard treatment consisted of radiotherapy alone.

The recommended dosage of Modeyso is 625 mg orally once weekly for adults and weight based dosing
(Table 4) for pediatric patients aged 1 to 17 years who weigh at least 10 kg. A recommended dosage of
Modeyso has not been established in pediatric patients weighing less than 10 kg.

Table 4. Recommended Body Weight-Based Dosage for Pediatric Patients’

Body Weight (kg) Recommended Dosage
10 kg to <12.5 kg 125 mg Once Weekly
12.5 kg to <27.5 kg 250 mg Once Weekly
27.5 kg to <42.5 kg 375 mg Once Weekly
42.5 kg to <52.5 kg 500 mg Once Weekly
252.5 kg 625 mg Once Weekly
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Modeyso is supplied as 125 mg capsules. The capsules should be swallowed whole, but for patients
unable to swallow capsules, they can be opened up and mixed with 15 to 30 milliliters of liquid.

The efficacy of Modeyso was evaluated in adult and pediatric patients with glioma across five open-label,
non-randomized clinical studies (ONC006, ONC013, ONC014, ONC016, and ONCO018). Patients
included in the efficacy population were required to have received single-agent Modeyso, have diffuse
midline glioma harboring an H3 K27M mutation with progressive and measurable disease per Response
Assessment in Neuro-Oncology-High Grade Glioma (RANO-HGG) criteria, be = 90 days post-radiation
therapy, have adequate washout from prior anticancer therapies, have a Karnofsky Performance
Status/Lansky Performance Status (KPS/LPS) score 260, and have stable or decreasing corticosteroid
use. Patients with diffuse intrinsic pontine glioma (DIPG), primary spinal tumors, atypical histologies, or
cerebrospinal fluid dissemination were excluded. Patients received weight-based dosing of MODEYSO
until disease progression or unacceptable toxicity.

The efficacy population included 50 patients meeting the prespecified criteria, The major efficacy outcome
was overall response rate (ORR) assessed by blinded independent central review (BICR) according to
RANO 2.0 criteria. Additional efficacy outcome measures were BICR-assessed ORR according to RANO-
HGG criteria and Response Assessment in Neuro-Oncology-Low Grade Glioma (RANO-LGG) criteria,
duration of response and time to response. Efficacy results are shown in Table 5.

Table 5. Efficacy Results for ONC006, ONC013, ONC014, ONC016, and ONC018 per RANO 2.0’

] MODEYSO
Efficacy Parameter N=50
Overall Response Rate (95% CI)? 22% (12, 36)
Partial response (PR) 16%
Minor response (MR) 6%
Duration of Response N=11
Median (95% CI)°, months 10.3 (7.3, 15.2)
% with observed DOR 26 months® 73%
% with observed DOR 212 months® 27%

Abbreviations: BICR=blinded independent central review; Cl=confidence interval; RANO=Response Assessment in Neuro-Oncology.
2 Confirmed overall response rate assessed by BICR; Cl based on Clopper-Pearson method.

b Based on Kaplan-Meier estimate.

¢ Based on observed time.

Among responders, the median time to response was 3.6 months. Based on BICR-assessed RANO-HGG
criteria (n=50), the ORR was 20% with 1 complete and 9 partial responses. Based on BICR-assessed
RANO-LGG criteria, the ORR was 20% with 5 partial and 5 minor reponses.

There are no black box warnings for Modeyso. Warnings and precautions include risk of hypersensitivity,
QTc interval prolongation, and embryo fetal toxicity. Serious adverse reactions occurred in 33% of
patients, including hydrocephalus, vomiting, headache, seizure, and muscular weakness. Fatal adverse
reactions occurred in 1% of patients who received Modeyso, including cardiac arrest, intracranial
hemorrhage, and encephalopathy. Permanent discontinuation due to adverse reaction occurred in 2.1%
of patients. Dosage interruptions and reductions occurred in 6% and 2.7% of patients, respectively. The
most common adverse reactions were headache, fatigue, vomiting, nausea, and musculoskeletal pain.
The most common Grade 3 or 4 laboratory abnormalities were decreased lymphocytes and calcium and
increased alanine aminotransferase.

The efficacy of Modeyso was evaluated in 4 pediatric patients aged 9 to 17 years with diffuse midline
glioma harboring an H3 K27M mutation. Safety was evaluated in 154 pediatric patients aged 3 to 17
years who received Modeyso at the recommended dose across 4 open-label clinical studies. Of the 154
patients, 73% were 3 to 11 years of age and 27% were 12 to 17 years of age. No additional safety signals
were observed in pediatric patients. The exposure in pediatric patients weighing 10 kg or higher is
predicted to be within the range of exposures predicted in adults at the recommended dosage. The safety
and efficacy has not been established in pediatric patients less than 1 year of age.
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Of the 376 patients with glioma who received Modeyso at the recommended dose across 4 open-label
clinical studies, 3.7% were = 65 years of age and 0.5% were = 75 years of age. Clinical studies did not
include sufficient number of patients aged 65 years and over 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 if Modeyso was reviewed by the system’s oncology P&T
committee. It has not yet been reviewed but will be in the near future. No additional 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 (36 approved, 0 rejected).

Outcome: Modeyso is a pharmacy benefit and will be added to the following tiers of Commercial,
Marketplace, and GHP Kids formularies. It will require prior authorization for new starts only. The
following prior authorization criteria will apply:

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)

e Medical record documentation of age greater than or equal to 1 year of age AND

e Medical record documentation of a diagnosis of diffuse midline glioma harboring an H3 K27M
mutation AND

e Medical record documentation of progressive disease following at least one (1) prior therapy AND

e Medical record documentation that member is received the appropriate dose based on weight
according the FDA approved package labeling

GPI LEVEL: GPI-12

AUTHORIZATION DURATION: Modeyso is configured as a prior authorization for new starts only.
Modeyso 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

QUANTITY LIMIT: 20 capsules per 28 days, 28 day supply per fill
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.

HERNEXEOS (zongertinib)

Review: Hernexeos is a kinase inhibitor indicated for the treatment of adult patients with unresectable or
metastatic non-squamous non-small cell lung cancer (NSCLC) whose tumors have HER2 (ERBB2)
tyrosine kinase domain activating mutations, as detected by an FDA-approved test, and who have
received prior systemic therapy. This indication is approved under accelerated approval based on
objective response rate and duration of response. Continued approval for this indication may be
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contingent upon verification and description of clinical benefit in a confirmatory trial. Patients should be
selected for treatment with Hernexeos based on the presence of HER2 (ERBB2) TKD activating
mutations. It is supplied as 60 mg tablets. The recommended dose of Hernexeos is based on body
weight. If a patient weighs less than 90 kg, the recommended dose is 120 mg once dalily. If a patient
weighs more than 90 kg, the recommended dose is 180 mg once daily. Hernexeos is administered once
daily with or without food until disease progression or unacceptable toxicity. The dose may be reduced for
adverse reactions by 60 mg. In a patient unable to tolerate 60 mg once daily, Hernexeos should be
discontinued.

NSCLC is the most common type of lung cancer, accounting for about 87% of all lung cancer diagnoses.
HER2 mutations occur in approximately 2-4% of NSLCL cases. In patients with NSCLC, about 25-30% of
patients have squamous histology, while 70-75% present with non-squamous disease. HER2 gene
mutations are commonly found in patients with NSCLC who are younger, female, never smoked. HER2
gene mutations have been independently associated with cancer cell growth and poor prognosis, with an
increased incidence of brain metastases. Although the role of anti-HER2 treatment is well established in
breast and gastric cancers, there were no approved HER2-directed therapies in NSCLC prior to the
accelerated approval of Enhertu and now, Hernexeos.

Hernexeos was studied in a Phase 1b, single-arm, open-label, multicenter, multi-cohort trial. Patients
included in the trial had unresectable or metastatic NSCLC with HER2 mutations. Patients with stable
brain metastases were eligible to enroll. Patients with a history of non-infectious interstitial lung
disease/pneumonitis were excluded. Patients were enrolled into three cohorts. The first cohort initially
randomized adult patients to receive either Hernexeos 120 mg or 240 mg once daily. After interim
analysis, all patients received the 120 mg daily dose. The median number of therapies was 1 (range: 1 to
10) and 37% had brain metastases; 100% of patients had prior platinum therapy, and 78% had prior
treatment with anti-PDL-1/PD-L1 antibody. No patients included in the trial had received previous
treatment with a HER2-TKI or ADC. Cohort 5 included patients with HER2 TKD mutations previously
treated with a HER2-directed antibody-drug conjugate, initially treated with 240 mg daily. Patients were
previously treated with platinum-based chemotherapy and an HER2-targeted ADC (predominantly
Enhertu). 77% of patients were treated with a PDL-1 antibody. Cohort 3 included patients with non-TKD
HER2 mutations, initially treated with 240 mg daily. The primary endpoint was objective response rate
(ORR). In Cohort 1, the ORR was 75% (95% CI: 63, 83), 6% with a complete response and 69% with a
partial response. The duration of response ranged from 1.3 months to over 15 months, with 58% of
patients having a duration of response of 6 months or more. In Cohort 5, the ORR was 44% (95% CI: 29,
61), with 2.9% of patients having a complete response. Median duration of response (DOR) was 5.4
months (95% CI: 2.8, not estimable), and 27% of responders had an observed DOR of 26 months. For
Cohort 3, A total of six patients (30%; 95% CI: 15 to 52) had a confirmed objective response. The median
DOR and progression-free survival (PFS) were not yet mature at the data cutoff date. However, this
cohort was highly heterogeneous and included some mutations that are not considered to be activating
(i.e. S113F and P1199S), so the investigators decided that further research is required.

There are no contraindications to Hernexeos. Hernexeos can cause severe and life-threatening
hepatotoxicity, including induced drug liver injury. Liver function tests should be monitored at baseline,
every 2 weeks during the first 12 weeks, and then monthly thereafter as indicated. Hernexeos can cause
severe left ventricular dysfunction. Hernexeos has not been studied in patients with a history of clinically
significant cardiac disease or LVEF less than 50% prior to initiation of treatment. LVEF should be
monitored at regular intervals. Hernexeos can cause severe and life-threatening interstitial lung
disease/pneumonitis. Patients should be monitored for symptoms of ILD/pneumonitis (e.g. dyspnea,
cough, fever). Hernexeos can cause fetal harm when administered to a pregnant women. Pregnant
women should be advised of risk to fetus and use effective contraception during treatment with
Hernexeos and 2 weeks after the last dose. The most common adverse reactions (= 20%) are diarrhea,
hepatotoxicity, rash, fatigue, and nausea. The most common (=22%) Grade 3 or 4 laboratory abnormalities
were decreased lymphocytes, increased alanine aminotransferase, increased aspartate
aminotransferase, decreased potassium, and increased gamma glutamyl transferase. The safety and
effectiveness of Hernexeos have not been established in pediatric patients. There were no overall
differences in safety or effectiveness observed between older and younger adult patients.
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Per NCCN, Hernexeos is recommended as single agent subsequent therapy for ERBB2 (HER2) mutation
positive recurrent, advanced, or metastatic NSCLC (preferred following progression on first-line systemic
therapy; other recommended option following progression on subsequent biomarker-directed therapy if
not received previously).

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

Clinical Discussion: What is the typical amount of time for side effects/intolerance to manifest? Is this
something we should consider for a split first fill? These agents are typically limited to a one-month
supply per fill. Commercial approvals are typically granted as a prior authorization for new starts only due
to high approval rates on re-review. A discussion ensued about split first fill program and some of the
operational challenges they present. We will re-evaluate how often a program like this could be effective.
No additional comments or questions. The committee unanimously voted to accept the recommendations
as presented. None were opposed (31 approved, 0 rejected).

Financial Discussion: Dr. Yarczower asked if Ben Andrick could comment on how frequently members
have to discontinue an oncology agent due to intolerance and if we know how soon that typically happens
in the course of treatment? Ben commented that this is something their team monitors and we will try to
dig into the data. No additional comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (36 approved, 0 rejected).

Outcome: Hernexeos is a pharmacy benefit and will be added to the following tiers of the Commercial,
Marketplace, and GHP Kids formulary. It will require prior authorization for new starts only. The following
rior authorization criteria will apply.

2 Tier/CHIP 3 Tier 4 Tier ACA

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

Oncology $0 Copay) (Oral Oncology $0 (Oral Oncology $0 Oncology $0 Copay)
Copay) Copay)

e Medical record documentation that Hernexeos is prescribed by a hematologist or oncologist AND

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

e Medical record documentation of unresectable or metastatic non-squamous non-small cell lung
cancer (NSCLC) AND

e Medical record documentation of HER2 (ERBB2) tyrosine kinase domain activating mutations, as
detected by an FDA-approved test* AND

e Medical record documentation that the member received prior systemic therapy

NOTE: The FDA also approved Thermo Fisher Scientific’'s Oncomine Dx Target Test as a companion
diagnostic device to help identify patients who may be eligible for treatment with Hernexeos.

GPI LEVEL: GPI-12

AUTHORIZATION DURATION: Hernexeos is configured as a prior authorization for new starts only.
Hernexeos 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

QUANTITY LIMIT: 3 tablets per day

RPH SIGNOFF REQUIRED: yes
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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.

ZELSUVMI (berdazimer)

Review: Zelsuvmi (berdazimer topical gel 10.3%) was approved in 2024 and is the first and only FDA
approved at home prescription treatment indicated for the topical treatment of molluscum contagiosum
(MC) in adults and pediatric patients aged =1 year. Molluscum contagiosum is a common disease that
may present during childhood but can also be present in adolescents and adults via sexual contact or via
contact sports. It can also appear in patients with immunodeficiencies, such as HIV, and those who use
immunosuppressive drugs. A viral skin infection caused by a poxvirus, it presents as round, pearly
papules from quantities of one to multiple and can spread via direct skin contact or contaminated objects.
The infection is mostly benign and can be symptomless but can also occur in areas of dermatitis and may
persist for months to years. The papules can present anywhere on the body including sensitive areas like
the genitals and on the skin near the eyes. Sometimes papules can be surrounded by dermatitis which
may then cause transmission to other areas of the body due to itching. Lesions are usually self-limiting
and will usually resolve on their own, however treatment may be warranted in circumstances of location
on sensitive areas, reduction of spreading, cosmetic concerns, irritation and secondary infection
prevention. Zelsuvmi (berdazimer) utilizes a nitric oxide (NO)-releasing mechanism via proprietary
NITRICIL™ technology, which stores and releases NO upon topical application. Nitric oxide acts as an
inhibitor of viral replication while enhancing immunomodulatory, and anti-inflammatory effects promoting
immune clearance of disease. Zelsuvmi (berdazimer) is packaged as two tubes, Tube A and B,
containing 10.3% berdazimer topical gel and a hydrogel, respectively. Prior to application, each dose from
Tube A and Tube B should be mixed on the supplied dosing card and then applied right away to the
affected lesions daily for up to 12 weeks. Any remaining unused “mixed” gel on the dosing card should be
discarded most likely due to fragility of stability.

Current primary treatments for molluscum contagiosum include cryotherapy, curettage, podophyllotoxin,
off-label at home treatment studied in patients ages 10 years and up, and cantharidin (Ycanth), a topical
agent applied at the physician’s office. Other interventions include, Zelsuvmi (berdazimer) which can be
considered when treatment is necessary, for home use, when in office-treatment and procedures would
be considered adverse (i.e. sensitive areas and young children).

The efficacy and safety of Zelsumvi (berdazimer) was determined via three randomized, double-blind,
vehicle-controlled trials (Trials 1, 2, 3; NCT04535531, NCT03927703, NCT03927716) which evaluated
the effectiveness of once-daily topical Zelsumvi (berdazimer) applied up to 12 weeks in children and
adults (total N=1,596) aged >6 months of age. In trials 1 and 2, patients were randomized 1:1 with
Zelsuvmi (berdazimer) vs Placebo and randomized 2:1 in trials 2 and 3. The primary endpoints were
complete resolution of lesions at week 12, secondary endpoints included resolution of lesions at 8 weeks.
The baseline average lesion count was 20.2.
o Trial 1: Week-12 complete clearance 32.4% vs 19.7% (vehicle), treatment difference 12.8% (95%
Cl 7.1, 18.6).
o Trial 2: Week-12 30.0% vs 20.3% treatment difference 9.2% (difference not statistically
significant) (95% CI —-0.04, 18.4).
o Trial 3: Week-12 26% vs 22% (difference not statistically significant; 95% Cl —=5%, 14%).
o Week-8 differences were smaller but favored Zelsuvmi (berdazimer) in Trials 1 & 2.

Zelsuvmi (berdazimer) demonstrated statistically significant results in trial 1, but non-statistically
significant results in trial 2 and 3. Head-to-head lesion counts were not considered which could have
potentially affected the outcome of results. Clinically, Zelsuvmi (berdazimer) may be an option for patients
with lesions located in sensitive areas, however, the clinical significance of the results could be impactful
based on an individual’s specific case. Otherwise, clinical recommendation would be to consider other
treatment options such as curettage or cryotherapy.
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Adverse events reported in greater 1% of study subjects included mostly local reactions such as
erythema, pain, pruritus, and exfoliation.

Systemic exposure: Minimal systemic absorption and no significant changes in plasma nitric oxide

metabolites or methemoglobin levels.

Pediatrics: data established through trial no limitations, however trial data included patients as young as 6

months but approval is for age 1 year or greater.
Geriatrics: No data available as there was one participant in the study aged >75 years old.

Pregnancy and Lactation: No data established for this population.

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 (35 approved, 0 rejected).

Outcome: Zelsuvmi is a pharmacy benefit and will not be added to the Commercial/Exchange/CHIP

formularies. The following prior authorization criteria will apply:
e Medical record documentation of patient age = 1 year AND
e Medical record documentation of diagnosis of Molluscum Contagiosum AND
e Medical record documentation of:
o Lesions have not been resolved on their own within 6 months, OR
o One of the following:
= Lesions located in a sensitive area (face, eye genital region)
= Member has atopic dermatitis

= Member has a weakened immune system (HIV/AIDS, immunosuppressive

therapy, primary immunodeficiency) AND

e Medical record documentation of treating new lesions that have not been previously treated with

Zelsuvmi for = 12 weeks AND
e No other treatments for MC are being used concurrently AND

e If age = 10 years, medical documentation of intolerance to, or contraindication to, or therapeutic

failure trial of Podofilox
GPI LEVEL: GPI-12
AUTHORIZATION DURATION: 12 weeks
QUANTITY LIMIT: 31 grams/30 days
RPH SIGNOFF REQUIRED: yes

FORMULARY ALTERNATIVES: podofilox

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

HEREDITARY ANGIOEDEMA CLASS REVIEW

Agents for Hereditary Angioedema

Brand Name Generic Generic Manufacturer Mechanism of Route of
available? Action administration/Benefit
On-Demand Treatments
Icatibant Multiple generic Competitive inhibitor
. o Icatibant Yes of bradykinin B2 SC, Pharmacy
(Firazyr/Sajazir) manufacturers
receptor
C1 inhibitor,
C1 esterase . inactivates plasma
Berinert inhibitor No CSL Behring kallikrein and factor IV, Pharmacy
GmbH
(human) Xlla, prevents
bradykinin production
Takeda Kallikrein inhibitor
Kalbitor ecallantide No Pharmaceuticals (precursor for SC, Medical
America, Inc. bradykinin)
C1 inhibitor,
C1 esterase Pharmin inactivates plasma
Ruconest inhibitor, No H 9 kallikrein and factor IV, Medical
. ealthcare, Inc.
recombinant Xlla, prevents
bradykinin production
Ekterly* sebetralstat No KalVista . PKa inhibition Oral, Pharmacy
Pharmacetucials
Prophylactic Treatment
C1 inhibitor,
C1 esterase Takeda inactivates plasma
Cinryze inhibitor No Pharmaceuticals kallikrein and factor IV, Medical
(human) America, Inc. Xlla, prevents
bradykinin production
C1 inhibitor,
C1 esterase . inactivates plasma
Haegarda inhibitor No CSIé Behring kallikrein and factor SC, Pharmacy
mbH
(human) Xlla, prevents
bradykinin production
Takeda A
Takhyzyro lanadelumab No Pharmaceuticals PKa inhibitor, hyman SC, Pharmacy
. monoclonal antibody
America, Inc.
Orladeyo berotralstat No PKa inhibitor Oral, Pharmacy
Activated factor Il
Andembry* garadacimab No Cséii:‘_{”ng pr(eljlélr:{smbﬁfcljtyl/?(?r;in SC, Pharmacy
production
Prekallikrein-directed
BioCryst antisense
Dawnzera*® donidalorsen No Pharmaceuticals, oligonucleotide, SC, Pharmacy
Inc. prevents bradykinin

production

Background of disease state: Hereditary angioedema (HAE) is a rare genetic disorder which is
characterized by unpredictable and recurrent attacks of localized subcutaneous or mucosal swelling
without urticaria or pruritis. Hereditary angioedema can occur in multiple areas of the body but most often
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occur in the skin or mucosal tissues of the upper respiratory and gastrointestinal tracts. Although the
swelling is self-limited, fatal asphyxiation may occur if laryngeal involvement occurs. Prior to effective
treatment options, HAE had a mortality rate of approximately 30 percent due to asphyxiation.

Hereditary angioedema is divided into two types: HAE-C1INH or HAE-nI-C1INH (previously known as
type Il HAE). HAE-C1INH is further classified as two subtypes (Figure 1): type | HAE in which patients
have a deficient level of C1INH protein and type Il HAE in which patients have normal level of
dysfunctional C1INH protein. HAE-nI-C1INH is a very rare form of HAE in which the C1INH is normal.

Figure 1. Current HAE Classification’

HAE
|
I ]
HAE due o C1INH deficiency HAE with normal C1INH deficiency
| [ I | I
Type | HAE Type Il HAE HAE-FXII HAE-ANGFT1 HAE-PLG HAE-KMNG HAE-unknown
| | | | I
Mutation in Mutation in Mutation in F12 Mutation in Mutation in PLG Mutation in Mutation
SERPINGT [low SERPINGT gana AMNGPTT gena gena KMNGT gana unknown
plasma C1IMNH (dysfunctional
antigen} C1INH)

In types 1 and 2, C1-INH which normally limits bradykinin production is deficient or dysfunctional and
bradykinin production remains unchecked and leads to increased vascular permeability and the formation
of angioedema. In HAE-nI-C1INH, it isn’t as clear if bradykinin mediates angioedema, but given the
efficacy of icatibant, it still plays an important role.

The signs and symptoms of all types of HAE are generally consistent but there are some variation of the
features between the two such as age of onset, most common location, and frequency of disease activity.
Both are characterized by occurrence of self-limited angioedema episodes which usually last two to five
days in the absence of treatment and intervals between attacks ranges from days to decades. Angioedema
episodes affect the skin and mucosa of the gastrointestinal and upper respiratory tract. Attacks involving
the upper airway are less common than cutaneous attacks but make HAE attacks potentially life
threatening.

Diagnosis is complex and may be significantly delayed or misdiagnosed as other conditions. Laboratory
analysis and genetic analysis confirm an HAE diagnosis, including measurement of serum C4 level,
C1INH antigenic level and C1INH functional level as recommended in HAE guidelines.

Treatment is generally consistent between the types of HAE with two strategies of medical management:
on-demand therapy (OD) to minimize attacks and prophylactic treatment to reduce the frequency and
severity. Prophylactic treatments can be further classified as short-term prophylaxis which is prevention of
angioedema from triggers such as dental or medical procedures and long-term prophylaxis which is
indicated in members who do not achieve adequate control with trigger avoidance and on-demand
therapy alone (patients with more than one severe event per month or disabled more than five days per
month).

Targets of current medications include inhibiting the production of bradykinin by blocking plasma kallikrein
(Pka) thereby reducing the vascular effects and replacement of the C1 inhibitor protein which improves
the body’s ability to regulate the complement system by inhibiting activated FXlla to activate prekallikrein.

Treatment guidelines from the US HAEA Medical Advisory Board recommend all patients with HAE have
immediate access to at least two standard doses of OD treatment to treat attacks as early as possible
and prevent progression regardless of anatomic location or severity. At the time of the publication of the
guidelines, there were four available on-demand treatment options and all options were viewed as very
effective and generally safe. When no other treatment options are available, fresh frozen plasma which
contains C1INH can be used to treat HAE attacks as long as precautions are taken to protect the patients’
airway.

23



The US HAEA MAB classifies prophylactic treatments as first line or second-line categories. They
recommended first line treatments for any patients requiring long term prophylaxis while second-line
treatments should be reserved for when first-line medications are not available or patients will only accept
oral therapy. First line therapies include IV pdC1INH replacement (Cinryze), SC pdC1INH replacement
(Haegarda), and a monoclonal inhibitor of plasma kallikrein (lanadelumab, Takhzyro). Second-line
prophylactic treatments include anabolic androgens (danazol) and antifibrinolytics (transexemic acid or
episilon aminocaproic acid).

Summary of Clinical Trials:

NEW ON-DEMAND TREATMENTS

Ekterly

Ekterly is a competitive, reversible plasma kallikrein inhibitor indicated for the treatment of acute attacks
of hereditary angioedema (HAE) in adult and pediatric patients 12 years of age and older. Plasma
kallikrein cleaves high molecular weight kininogen (HK) and releases bradykinin which increases vascular
permeability. Ekterly binds PKa and prevents cleavage of HK and reduces the production of bradykinin. It
also inhibits positive feedback mechanism of the kallikrein kinin system by plasma kallikrein, thereby
reducing factor Xlla and additional plasma kallikrein generation. Ekterly is the first oral treatment indicated
for on-demand treatment of HAE.

The recommended dosage of Ekterly is one dose of 600 mg at the earliest recognition of an acute HAE
attack. A second dose of 600 mg may be taken at least 3 hours after the first dose if the response is
inadequate or if symptoms worsen. The maximum recommended dosage is 1200 mg in any 24-hour
period. When administered concomitantly with moderate CYP3A4 inhibitors, the dosage should be
reduced to 300 mg for each dose. Ekterly is supplied as 300 mg tablets.

The efficacy of Ekterly was evaluated in Konfident, a double-blind, randomized, placebo-controlled trial in
110 adult and pediatric patients 12 years and older for the treatment of acute attacks of hereditary
angioedema (HAE). The trial was a 3-way, complete crossover design which compared Ekterly 600 mg
and Ekterly 300 mg to placebo. If needed, patients could receive a second dose after 3 hours. Patients
were required to treat an eligible attack before crossover to the next treatment period. Severe laryngeal
attacks were not treated in Konfident.

A total of 110 patients were randomized and experienced at least one attack. Of the 264 treated attacks,
142 had peripheral symptoms only, 85 had abdominal symptoms only, 27 had both abdominal and
peripheral symptoms, 8 had mild to moderate laryngeal symptoms, and 2 were an unknown attack
location.

The primary endpoint was “time to beginning of symptom relief” defined as at least “a little bit better: at
two consecutive time points within 12 hours of first dose administration assessed using a seven-point
scale Patient Reported Global Impression of Change (PGI-C) ranging from “much worse” to “much
better”.

There was a statistically significant faster time to the beginning of symptom relief for Ekterly 600 mg
compared to placebo. A total of 71 out of 93 patients (76%) who administered Ekterly achieved the
primary endpoint compared to 41 out of 84 (49%) of patients who administered placebo. The median time
to beginning of symptom relief within 12 hours of the first dose was 2 hours in patients who administered
Ekterly.

The key secondary endpoint was “time to first incidence of reduction in severity” at two consecutive time
points within 12 hours of first dose administration, assessed using a five point scale Patient Global
Impression of Severity (PGI-S) ranging from “none” to “severe”. A total of 49 of 93 patients who
administered Ekterly 600 mg achieved reduction in severity within 12 hours compared to 26 of 84
patients who administered placebo. The median time to achieve this endpoint was 9.1 hours in patients
who administered Ekterly 600 mg.

The second key secondary endpoint was “time to attack resolution” defined as PGI-S of “none” within 24
hours of first dose administration. The “time to attack resolution” was statistically significantly faster for
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Ekterly 600 mg compared to placebo. At total of 46 out of 93 (49%) of patients who administered Ekterly
600 mg achieved attack resolution within 24 hours compared to 23 out of 84 (27%) of patients who
received placebo.

The time to beginning of at least “better” at two consecutive time points on the PGI-C within 12 hours of
the first dose was assessed. A total of 54 out of 93 (58%) patients who administered Ekterly achieved this
endpoint compared to 21 of 84 (25%) who received placebo. The median time was 4.6 hours in patients
who administered Ekterly 600 mg.

There are no black box warnings or warnings and precautions for Ekterly. The most common adverse
reaction was headache.

The safety and efficacy of Ekterly was established in pediatric patients 12 years and older. This is
supported by evidence from adequate and well-controlled clinical trials as well as additional
pharmacokinetic analysis showing that there were no clinically significant differences in PK based on
body weight and age. Results of subgroup analysis for pediatric patients 12 years and older were
consistent with study results for adult patients. The safety and efficacy of pediatric patients less than 12
years of age have not been established.

Clinical studies did not include sufficient numbers of patients 65 years of age and older to determine if
they respond differently to younger patients.

No dose adjustment is recommended for patients with mild hepatic impairment (Child-Pugh Class A). For
patients with moderate hepatic impairment, the recommended dose of Ekterly is one dose of 300 mg at
the earliest sign of HAE attack. A second dose of 300 mg may be administered at least 3 hours after 15t
dose if response is inadequate or symptoms worsen. Patients with severe hepatic impairment should
avoid Ekterly use.

NEW PROPHYLACTIC TREATMENTS

Andembry

Andembry is indicated for prophylaxis to prevent attacks of hereditary angioedema (HAE) in adults and
pediatric patients aged 12 years and older. Andembry inhibits activated FXII that binds and inhibits the
catalytic activity of Factor FXII (FXIla and BFXIla) which initiates the inflammatory bradykinin-producing
kallikrein-kinin system. By inhibiting FXlla, Andembry decreases the activation of prekallikrein to kallikrein
and the generation of bradykinin.

The recommended dosage of Andembry is an initial loading dose of 400 mg (two 200 mg injections)
subcutaneously on the first day of treatment followed by a maintenance dosage of 200 mg
subcutaneously every month. Andembry may be self-administered or administered by a caregiver.
Andembry is supplied as 200 mg/1.2 milliliter prefilled syringe and prefilled autoinjector.

The efficacy of Andembry was evaluated in VANGUARD, a randomized, double-blind, placebo-controlled,
parallel group trail in 64 adult and pediatric patients with Type | or Type [l HAE who experienced at least 2
investigator-confirmed HAE attacks over a 2-month period prior to treatment . Patients were randomized
3:2 to treatment with Andembry or placebo. Patients were required to discontinue other prophylactic HAE
medications prior to study start but could continue on-demand medications for HAE attacks during the
study.

The primary endpoint was the monthly HAE attack rate at 6 months (number of investigator-confirmed

HAE attacks per month). Results are shown in Table 1. The least square means for the monthly HAE
attack rate was lower with Andembry compared to placebo.

25



Table 1. Rate of Monthly HAE Attacks at 6 months in VANGUARD?®

Rate of Monthly HAE Attack ANDEMBRY Placebo
(N=39) (N=25)
LS mean (95% CI) 0.22 (0.11, 0.47) 2.07 (1.49, 2.87)
Percent reduction relative to placebo (95% CI) 89.2 (75.6, 95.2)
P-value® < 0.001

Abbreviations: Cl=confidence interval; HAE=hereditary angioedema; LS=least squares

Note: LS means were obtained from a Poisson model accounting for overdispersion with an offset term for time on treatment and
fixed effects for treatment group and HAE attack rate over a 2-month period prior to treatment

2 Obtained from a two-sided Wilcoxon rank sum test at alpha = 5%

Secondary endpoints evaluated the monthly rate of attacks requiring on-demand therapy and the monthly
rate of moderate or severe HAE attacks were assessed as secondary endpoints in VANGUARD. There
was a 91.2% reduction in the monthly rate of HAE attacks requiring on-demand therapy and a 93.6%
reduction in the monthly rate of moderate to severe HAE attacks for Andembry compared to placebo.

Additional secondary endpoints looked at the proportion of patients with a 250%, 270%, 290%, and
>100% reduction in monthly HAE attack rate from the first dose through the end of the 6-month treatment
period compared to the 2-month period prior to treatment. The reduction for Andembry was 95%, 92%,
74%, and 62%, respectively compared to 33%, 17%, 8%, and 0% for placebo.

There are no black box warnings or warnings and precautions for Andembry. The most common adverse
reactions during clinical trials were nasopharyngitis and abdominal pain. Injection site reactions were also
reported in 23 (14%) of patients. Andembry can prolong activated partial thromboplastin time (aPTT) due
to an interaction with the aPTT assay.

The safety and efficacy of Andembry for prophylaxis to prevent attacks of HAE have been established in
pediatric patients aged 12 years and older. Approval is supported by evidence from the VANGUARD ftrial.
Results for the subgroup analysis of pediatric patients were consistent with those of adult patients. The
safety and efficacy of Andembry have not been established in pediatric patients younger than 12 years of
age.

Of the total number of patients treated with Andembry, 6 (9%) were 65 years of age and older. No overall
differences in safety or efficacy have been observed between older and younger adult patients.

Dawnzera

Dawnzera is indicated for the prophylaxis to prevent attacks of hereditary angioedema (HAE) in adult and
pediatric patients 12 years of age and older. Dawnzera is an prekallikrein-directed antisense
oligonucleotide (ASO) covalently linked to a ligand containing three N-acetyl galactosamine (GalNAc)
residues which facilitate delivery of ASO to hepatocytes. The ASO-GalNAc conjugate causes
degradation of prekallikrein mMRNA which results in reduced production of PKK protein, a pro-enzyme for
plasma kallikrein which is involved in the release of bradykinin. By lowering the PKK concentration,
Dawnzera prevents excessive bradykinin production in patients with HAE.

The recommended dosage of Dawnzera is 80 mg subcutaneously every 4 weeks. A dosage of 80 mg
administered subcutaneously every 8 weeks may be considered. Dawnzera may be self-administered or
administered by a caregiver. It is supplied as 80 mg /0.8 mL single-dose autoinjector.

The safety and efficacy of Dawnzera was evaluated in the OASIS-HAE trial, a randomized, double-blind,
placebo-controlled trial in 90 adult and pediatric patients aged 12 years and older with Type | or Type Il
HAE, who had at least 2-investigator confirmed attacks during the 8-week run-in period. Patients were
randomized to receive Dawnzera 80 mg once every 4 weeks, Dawnzera 80 mg once every 8 weeks, or
matching placebo. Patients were required to discontinue other prophylactic HAE medications, except
androgens and tranexamic acid prior to entering the study but were allowed to use rescue medications for
treatment of breakthrough attacks.
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The primary endpoint was HAE attack rate from Week 0 to Week 24. Dawnzera 80 mg administered
every 4 or 8 weeks demonstrated statistically significant reductions in HAE attack rate compared to

placebo (Table 2).

Table 2. HAE Attack Rate at Week 24 in OASIS-HAE®

DAWNZERA 80 mg q4wks DAWNZERA 80 mg q8wks Placebo
(N=45) (N=23) (N=22)
HAE Attack Rate per 4 Weeks from Week 0 to Week 24*
0.44 1.02 2.26
LS mean (95% Cl) attack rate (0.27, 0.73) (0.65, 1.59) (1.66, 3.09)
) ) -81 =55
0 0, T -
% Reduction (95% ClI) relative to placebo (-89, -65) (-74, -22)
Wald chi-square p-value <0.001 0.004 -

Cl = confidence interval; HAE = hereditary angioedema; LS = least square; N = number of patients in the specific treatment group; gdwks = every 4
weeks; q8wks = every 8 weeks.
* Primary efficacy endpoint = comparison of the time-normalized number of investigator-confirmed HAE attacks per 4 weeks from Week 0 to
Week 24 between the DAWNZERA 80 mg g4wks group and the placebo group.
t Calculated as the ratio of the model-based treatment period HAE attack rates (donidalorsen/placebo) minus 1 multiplied by 100.

Prespecified endpoints were assessed from Week 4 to Week 24. The moderate or severe HAE attack
rate was 0.12 for Dawnzera 80 mg every 4 weeks, 0.68 for Dawnzera 80 mg every 8 weeks, and 1.15 for
the placebo group. The HAE attacks requiring acute therapy was 0.15 for the Danzera 80 mg every 4
weeks group, 0.59 for the Dawnzera 80 mg every 8 weeks group, and 1.80 for placebo group (reduction
of 92% and 67% relative to placebo, respectively). The proportion of patients who were attack-free from
Week 4 to Week 24 were 53% in the Dawnzera g4 week group, 35% in the Dawnzera g8 week group,
and 9% in the placebo group. The proportion of patients with 250%, =70%, and =90% reduction from
baseline to Week 4 through 24 was 93%, 82%, and 62% in the Dawnzera g4 week group, 83%, 65%, and
48% in the Dawnzera g8 week group, and 27%, 18%, and 9% in the placebo group.

There are no black box warnings for Dawnzera. Warnings include risk of hypersensitivity reactions,
including rash, dyspnea, chest pain, and peri-oral swelling. The most commonly reported adverse
reactions in OASIS-HAE were injection site reactions, upper respiratory reactions, urinary tract infection,
and abdominal discomfort.

The safety and efficacy of Dawnzera in pediatric patients aged 12 years and older has been established
with evidence from OASIS-HAE that included 7 pediatric patients and based on pharmacokinetic analysis
and pharmacodynamic response in adults and pediatric patients. No new safety signals were identified in
pediatric patients 12 years of age and older. The safety and efficacy of Dawnzera in pediatric patients
less than 12 years of age has not been established.

Clinical studies did not include sufficient number of patients aged 65 years of age and older to determine
if they respond differently from younger patients.

No dosage adjustment is needed for patients with mild renal impairment. Dawnzera has not been studied
in patients with moderate or severe renal impairment or end-stage renal disease. No dosage adjustment
is required for patients with mild hepatic impairment. It has not been studied and is not recommended for
use in patients with moderate or severe hepatic impairment.

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 (33 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (33 approved, 0 rejected).
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Outcome:

Medication

Current Policy

Recommendations

On-Demand Treatment

Icatibant
(Firazyr/Sajazir)

Policy 285.0 Icatibant
e Medical record documentation of age greater
than or equal to 18 years AND
e Medical record documentation that icatibant is
prescribed by an allergist, immunologist,
hematologist, or dermatologist AND
e Medical record documentation of hereditary
angioedema supported by physician
documentation of
e Recurrent, self-limiting non-inflammatory
subcutaneous angioedema without
urticaria, lasting more than 12 hours OR
e Laryngeal edema OR
e Recurrent, self-remitting abdominal pain
lasting more than 6 hours, without clear
organic etiology AND
e The presence of specific abnormalities in
complement proteins, in the setting of a
suggestive clinical history or episodic
angioedema without urticarial AND
e Medication is being used as a treatment of
acute hereditary angioedema attack AND
e Physician provided documentation of
concurrent use of failure on, intolerance to, or
contraindication to prophylactic therapy
(androgen)

No changes recommended.

Berinert

Medical Benefit Policy 84.0 Berinert
e Prescription is written by an allergist,

immunologist, hematologist or dermatologist
AND

e Medication is being used for the treatment of an

acute attack of hereditary angioedema AND
e Not used in combination with other approved
treatments for acute HAE attacks AND
e Physician provided documentation of a

diagnosis of hereditary angioedema evidenced

by:

e Recurrent, self-limiting non-inflammatory
subcutaneous angioedema without
urticaria, lasting more than 12 hours OR

e Laryngeal edema OR

e Recurrent, self-remitting abdominal pain
lasting more than 6 hours, without clear
organic etiology

AND

e The presence of specific abnormalities in

complement proteins, in the setting of a

suggestive clinical history of episodic

angioedema without urticaria; supported by

Medical record documentation of 2 or more sets

of complement studies, separated by one
month or more, showing consistent results of

No changes recommended.
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e Low C4 levels AND
e Less than 50% of the lower limit of normal
C1-INH antigenic protein levels OR
e Less than 50% of the lower limit of normal
C1-INH function levels
AND
e For patients with more than one severe episode
of angioedema per month, or those with a
history of laryngeal attacks, physician provided
documentation of one of the following:
e Use of concurrent prophylactic therapy OR
e Failure on, intolerance to, or
contraindication to prophylactic therapy with
Takhzyro AND Haegarda AND Cinryze
AND Orladeyo AND danazol

Kalbitor

Medical Benefit Policy 86.0
e Prescription is written by an allergist,
immunologist, hematologist, or dermatologist

AND

e Member is 12 years of age or older AND
¢ Medication is being used for the treatment of an
acute attack of hereditary angioedema (HAE)

AND

e Not used in combination with other approved
treatments for acute HAE attacks AND

e Diagnosis of hereditary angioedema has been
established and supported by physician
provided documentation of:

e Recurrent, self-limiting non-inflammatory
subcutaneous angioedema without
urticaria, lasting more than 12 hours OR

e Laryngeal edema OR

e Recurrent, self-remitting abdominal pain
lasting more than 6 hours, without clear
organic etiology

AND
e The presence of specific abnormalities in

complement proteins, in the setting of a

suggestive clinical history of episodic

angioedema without urticaria; supported by:

e Medical record documentation of 2 or more
sets of complement studies, separated by
one month or more, showing consistent
results of:

e Low C4 levels AND
e Less than 50% of the lower limit of
normal C1-INH antigenic protein levels
OR
e Less than 50% of the lower limit of
normal C1-INH function levels
AND
e Physician provided documentation of failure on,
intolerance to, or contraindication to Berinert
AND

No changes recommended.
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e Physician provided documentation of
concurrent or failure on, intolerance to, or
contraindication to prophylactic therapy
(danazol).”

*Only applies to patients with more than one severe
episode of angioedema per month, or those with a
history of laryngeal attacks

Ruconest

Medical Benefit Policy 124.0 Ruconest

e Patient must be 13 years of age or older AND

e Must be prescribed by an allergist,
immunologist, hematologist, or dermatologist
AND

e Medication is being used for the treatment of an
acute attack of hereditary angioedema (HAE)
AND

e Must not be a laryngeal edema attack or have a
history of laryngeal attacks AND

e Not used in combination with other approved
treatments for acute HAE attacks AND

e Medical record documentation of diagnosis of
hereditary angioedema supported by physician
documentation of:

e Recurrent, self-limiting non-inflammatory
subcutaneous angioedema without urticarial,
lasting more than 12 hours OR

e Recurrent, self-remitting abdominal pain
lasting more than 6 hours, without clear
organic etiology

AND

e The presence of specific abnormalities in
complement proteins, in the setting of a
suggestive clinical history or episodic
angioedema without urticaria; supported by:

e Medical record documentation of 2 or more
sets of complement studies, separated by
one month or more, showing consistent
results of:

e Low C4 levels AND
e Less than 50% of the lower limit of
normal C1-INH antigenic protein levels
OR
e Less than 50% of the lower limit of
normal C1-INH function levels
AND
e Medical record documentation of no allergy (as
confirmed by IgE antibodies) to rabbits or rabbit
derived products AND
e Physician provided documentation of
concurrent or failure on, intolerance to, or
contraindication to prophylactic therapy
(danazol).*

No changes recommended.
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*Only applies to patients with more than one severe
episode of angioedema per month, or those with a
history of laryngeal attacks

Ekterly*

The US HAEA MAB guidelines have not been
updated since 2020 so they do not currently have
recommendations for the use of Ekterly. It is the first
and only oral option for on-demand treatment of HAE
attacks, but at this time should be reserved for
patients who have failure of the standard on-demand
treatment options.

Ekterly will be added to the Commercial formulary.

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

The following prior authorization criteria will apply:

e Patient must be 12 years of age or older AND

e Must be prescribed by an allergist, immunologist,
hematologist, or dermatologist AND

e Medication is being used for the treatment of an
acute attack of hereditary angioedema (HAE)
AND

e Must not be a laryngeal edema attack or have a
history of laryngeal attacks AND

e Not used in combination with other approved
treatments for acute HAE attacks AND

e Medical record documentation of diagnosis of
hereditary angioedema supported by physician
documentation of:

e Recurrent, self-limiting non-inflammatory
subcutaneous angioedema without urticarial,
lasting more than 12 hours OR

e Recurrent, self-remitting abdominal pain
lasting more than 6 hours, without clear
organic etiology

AND

e The presence of specific abnormalities in
complement proteins, in the setting of a
suggestive clinical history or episodic
angioedema without urticaria; supported by:

e Medical record documentation of 2 or more
sets of complement studies, separated by one
month or more, showing consistent results of:
e Low C4 levels AND
e Less than 50% of the lower limit of normal

C1-INH antigenic protein levels OR
e Less than 50% of the lower limit of normal C1-
INH function levels AND
e Physician provided documentation of failure on,
intolerance to, or contraindication to Berinert
AND
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e Physician provided documentation of concurrent
or failure on, intolerance to, or contraindication to
prophylactic therapy (danazol).*

QL: 4 tablets per fill
NOTE: *Only applies to patients with more than one
severe episode of angioedema per month, or those

with a history of laryngeal attacks

Authorization duration: initial 6 months, subsequent
12 months

Prophylactic Treatment

Cinryze

Medical Benefit Policy 85.0 Cinryze

e Member is 6 years of age or older AND

e Prescription is written by an allergist,
immunologist, hematologist or dermatologist

AND

e Medication is being used as prophylactic
therapy for HAE attacks AND

e Diagnosis of hereditary angioedema has been
established and supported by physician
provided documentation of:

e Recurrent, self-limiting non-inflammatory
subcutaneous angioedema without
urticaria, lasting more than 12 hours OR

e Laryngeal edema OR

e Recurrent, self-remitting abdominal pain
lasting more than 6 hours, without clear
organic etiology

AND
e The presence of specific abnormalities in

complement proteins, in the setting of a

suggestive clinical history of episodic

angioedema without urticaria; supported by

Medical record documentation of 2 or more sets

of complement studies, separated by one

month or more, showing consistent results of

e Low C4 levels AND

e Less than 50% of the lower limit of normal
C1-INH antigenic protein levels OR

e Less than 50% of the lower limit of normal
C1-INH function levels

AND
e Physician provided documentation of history of
more than one (1) severe event per month OR

a history of laryngeal attacks

No changes recommended.

Haegarda

Policy 471.0 Haegarda

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

e Medical record documentation that Haegarda is
prescribed by an allergist, immunologist,
hematologist, or dermatologist AND

No changes recommended.
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Medical record documentation of a diagnosis of
hereditary angioedema (HAE) established and
supported by documentation of:

e  Recurrent, self-limiting, non-inflammatory
subcutaneous angioedema without urticaria
which lasts more than 12 hours OR

e Laryngeal edema OR

e Recurrent, self-remitting abdominal pain
which lasts more than 6 hours, without clear
organic etiology AND

Medical record documentation of specific

abnormalities in complement proteins, in the

setting of a suggestive clinical history or
episodic angioedema without urticaria;
supported by:

e Medical record documentation of two (2) or
more sets of complement studies,
separated by one month or more, showing
consistent results of:

e Low C4 levels AND

e Less than 50% of the lower limit of
normal C1-INH antigenic protein levels
OR

e Less than 50% of the lower limit of
normal C1-INH function levels AND

Medical record documentation of history of

more than one (1) severe event per month OR

a history of laryngeal attacks AND

Medical record documentation that Haegarda is

being used as prophylactic therapy for

hereditary angioedema (HAE) attacks

Takhyzyro

Policy 543.0 Takhzyro

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

Medical record documentation that Takhzyro is
prescribed by an allergist, immunologist,
hematologist, or dermatologist AND

Medical record documentation of a diagnosis of
hereditary angioedema (HAE) established and
supported by documentation of:

e Recurrent, self-limiting, non-inflammatory
subcutaneous angioedema without urticaria
which lasts more than 12 hours OR

e Laryngeal edema OR

e Recurrent, self-remitting abdominal pain
which lasts more than 6 hours, without clear
organic etiology AND

Medical record documentation of specific
abnormalities in complement proteins, in the
setting of a suggestive clinical history or
episodic angioedema without urticaria;
supported by:

e Medical record documentation of two (2) or
more sets of complement studies, separated

No changes recommended.
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by one month or more, showing consistent
results of:
e Low C4 levels AND
e Less than 50% of the lower limit of
normal C1-INH antigenic protein levels
OR
e Less than 50% of the lower limit of
normal C1-INH functions levels AND
Medical record documentation of history of
more than one (1) severe event per month OR
a history of laryngeal attacks AND
Medical record documentation that Takhzyro is
being used as prophylactic therapy for
hereditary angioedema (HAE) attacks AND
Medical record documentation that member is
receiving an appropriate dose* based on age

*NOTE:

Adult and Pediatric Patients 12 Years of Age
and Older: 300 mg subcutaneously (SQ)
every 2 weeks. [A dosing interval of 300 mg
every 4 weeks is also effective and may be
considered if the patient is well-controlled
(e.g., attack free) for more than 6 months].
Pediatric Patients 2 to Less Than 12 Years of
Age: o Pediatric Patients 6 to Less Than 12
Years of Age: Starting dosage: 150 mg SQ
every 2 weeks. [A dosing interval of 150 mg
every 4 weeks may be considered if the
patient is well-controlled (e.g., attack free) for
more than 6 months].

Pediatric Patients 2 to Less Than 6 Years of
Age: Starting dose: 150 mg SQ every 4
weeks.

Orladeyo

Policy 660.0 Orladeyo

Medical record documentation of age greater
than or equal to 12 years AND
Medical record documentation that Orladeyo is
prescribed by an allergist, immunologist,
hematologist, or dermatologist AND
Medical record documentation of a diagnosis of
hereditary angioedema (HAE) established and
supported by documentation of:
Recurrent, self-limiting, non-inflammatory
subcutaneous angioedema without urticaria
which lasts more than 12 hours OR
Laryngeal edema OR
Recurrent, self-remitting abdominal pain
which lasts more than 6 hours, without clear
organic etiology AND
Medical record documentation of specific
abnormalities in complement proteins, in the
setting of a suggestive clinical history or
episodic angioedema without urticaria;
supported by:

See recommendations below.
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Medical record documentation of two (2) or
more sets of complement studies, separated
by one month or more, showing consistent
results of:
e Low C4 levels AND
e Less than 50% of the lower limit of
normal C1-INH antigenic protein levels
OR
e Less than 50% of the lower limit of
normal C1-INH functions levels AND
Medical record documentation of history of
more than one (1) severe event per month OR
a history of laryngeal attacks AND
Medical record documentation that Orladeyo is
being used as prophylactic therapy for
hereditary angioedema (HAE) attacks AND
Medical record documentation that Orladeyo is
not being used in combination with another
prophylactic human C1 esterase inhibitor
(Cinryze or Haegarda) or lanadelumab
(Takhzyro) therapy for hereditary angioedema

Andembry*

The US HAEA MAB guidelines have not been
updated since 2020 so they do not currently have
recommendations for the use of Andembry and
Dawnzera. Andembry and Dawnzera offer new
mechanisms of action for the prophylaxis if HAE
attacks, but it is unclear if they offer an advantage
over the US HAEA MAB guideline first-line treatment
options so at this time, they should be reserved for
patients who have failure of the first-line treatments.
They will not be added to the formulary and will be
reviewed with the Orladeyo Policy as follows:

Policy 660.0 Orladeyo HAE Prophylactic Agents

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

e Medical record documentation that Orladeye the
prescribed HAE prophylactic agent is prescribed
by an allergist, immunologist, hematologist, or
dermatologist AND

e Medical record documentation of a diagnosis of
hereditary angioedema (HAE) established and
supported by documentation of:

e Recurrent, self-limiting, non-inflammatory
subcutaneous angioedema without urticaria
which lasts more than 12 hours OR

e Laryngeal edema OR

e Recurrent, self-remitting abdominal pain which
lasts more than 6 hours, without clear organic
etiology AND

e Medical record documentation of specific
abnormalities in complement proteins, in the
setting of a suggestive clinical history or episodic
angioedema without urticaria; supported by:
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e Medical record documentation of two (2) or
more sets of complement studies, separated
by one month or more, showing consistent
results of:

e Low C4 levels AND
e Less than 50% of the lower limit of normal
C1-INH antigenic protein levels OR
e Less than 50% of the lower limit of normal
C1-INH functions levels AND
e Medical record documentation of history of more
than one (1) severe event per month OR a
history of laryngeal attacks AND
e Medical record documentation that Orladeye the
prescribed HAE prophylactic agent is being used
as prophylactic therapy for hereditary
angioedema (HAE) attacks AND
e Medical record documentation that Orladeye the
prescribed HAE prophylactic agent is not being
used in combination with another prophylactic

Haegarda) or lanadelumab (Takhzyro) therapy
for hereditary angioedema* AND

e Medical record documentation of failure on,
intolerance to, or contraindication prophylactic
treatment for hereditary angioedema with one
human C1 esterase inhibitor (Cinryze or
Haegarda) AND

e Medical record documentation of failure on,
intolerance to, or contraindication prophylactic
treatment for hereditary angioedema with
lanadelumab (Takhzyro)

*Note:

On Demand Treatments for HAE

Prophylactic Treatments for HAE

Ieatibant (Eitagyr/Saiazin)

Cinyze (C1 esterase inhibitor,
human)

Berinest (C1 esterase inhibitor,
human)

Hasgarda, (C1 esterase inhibitor,

human)

[ |

Ruganest (C1 esterase inhibitor,
recombinant)
Kiely® ral

Andembry* (garadacimab)
Rawnzera” (donidalorsen)

Quantity Limits:

Andembry: Loading dose: 2.4 milliliters per 28 days
Maintenance dose: 1.2 milliliters per 28 days
Dawnzera: 0.8 mL per 28 days, 28 day supply per fill

Authorization duration: initial 6 months, subsequent
12 months

Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed ( 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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FAST FACTS

ADCETRIS (brentuximab vedotin)

Clinical Summary: Adcetris is a CD30-directed antibody and microtubule inhibitor conjugate now
indicated in combination with lenalidomide and a rituximab product, for the treatment of adult patients with
relapsed or refractory large B-cell ymphoma (LBCL), including diffuse large B-cell ymphoma (DLBCL)
not otherwise specified (NOS), DLBCL arising from indolent lymphoma, or high-grade B-cell lymphoma
(HGBL), after two or more lines of systemic therapy who are not eligible for auto-Hematopoietic stem cell
transplantation (HSCT) or chimeric antigen receptor (CAR) T-cell therapy.

Previously, Adcetris was indicated for Previously Untreated Stage Ill or IV Classical Hodgkin Lymphoma
(cHL) in Combination with Chemotherapy, Previously Untreated High Risk Classical Hodgkin Lymphoma
(cHL) in Combination with Chemotherapy, Classical Hodgkin Lymphoma (cHL) Consolidation, Relapsed
Classical Hodgkin Lymphoma (cHL), Previously Untreated Systemic Anaplastic Large Cell Lymphoma
(sALCL) or Other CD30-Expressing Peripheral T-cell Lymphomas (PTCL) in Combination with
Chemotherapy, Relapsed Systemic Anaplastic Large Cell Lymphoma (sALCL), Relapsed Primary
Cutaneous Anaplastic Large Cell Lymphoma (pcALCL) or CD30-Expressing Mycosis Fungoides (MF).

The dosing for Adcetris has been updated to include a recommended dose for the new indication of adult
patients with relapsed or refractory LBCL. The recommended dose is 1.2 mg/kg up to a maximum of 120
mg in combination with lenalidomide and rituximab, to be administered every 3 weeks until disease
progression or unacceptable toxicity. The prescribing information also states that intravenous rituximab
could be substituted with rituximab/hyaluronidase starting with the second cycle. For patients with mild
hepatic impairment (total bilirubin < upper limit of normal [ULN] and aspartate transaminase [AST] > ULN,
or total bilirubin >1 to 1.5 x ULN and any AST), it is recommended to reduce the dose to 0.9 mg/kg up to
a maximum of 90mg. It is recommended to avoid use in patients with moderate and severe hepatic
impairment. In patients with LBCL who are being treated with Adcetris, lenalidomide and rituximab, it is
recommended to administer Granulocyte Colony-Stimulating Factor (G-CSF) beginning with cycle 1.
Specific dosing modifications for adverse reactions for the combination with lenalidomide and rituximab
were also added to the prescribing information. Dosing for all previous indications is summarized below in
Table 1.

Table 1. Recommended Adcetris Dosage

Indication Recommended Dose* Frequency and Duration
Adult patients with previously | 1.2 mg/kg up to a maximum | Administer every 2 weeks until a
untreated Stage Il or IV of 120 mg in combination maximum of 12 doses, disease
classical Hodgkin lymphoma with chemotherapy progression, or unacceptable

toxicity

Pediatric patients with 1.8 mg/kg up to a maximum | Administer every 3 weeks with
previously untreated high risk | of 180 mg in combination each cycle of chemotherapy for a
classical Hodgkin lymphoma with chemotherapy maximum of 5 doses
Adult patients with classical 1.8 mg/kg up to a maximum Initiate ADCETRIS treatment within
Hodgkin lymphoma of 180 mg 4-6 weeks post-auto-HSCT or upon
consolidation recovery from auto-HSCT

Administer every 3 weeks until a
maximum of 16 cycles, disease
progression, or unacceptable

toxicity
Adult patients with relapsed 1.8 mg/kg up to a maximum | Administer every 3 weeks until
classical Hodgkin lymphoma of 180 mg disease progression or

unacceptable toxicity
Adult patients with previously | 1.8 mg/kg up to a maximum | Administer every 3 weeks with

untreated systemic ALCL or of 180 mg in combination each cycle of chemotherapy for 6

other CD30-expressing with chemotherapy to 8 doses

peripheral T-cell lymphomas

Adult patients with relapsed 1.8 mg/kg up to a maximum | Administer every 3 weeks until

Systemic ALCL of 180 mg disease progression or
unacceptable toxicity

Adult patients with relapsed 1.8 mg/kg up to a maximum | Administer every 3 weeks until a

primary cutaneous ALCL or of 180 mg maximum of 16 cycles, disease

CD30-expressing mycosis progression, or unacceptable

fungoides toxicity
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The efficacy of Adcetris in combination with lenalidomide and rituximab was evaluated in 230 adult
patients with relapsed or refractory LBCL in Study 8 (ECHELON-3), a randomized, multicenter, double-
blind, placebo-controlled trial. Patients had either DLBCL NOS, DLBCL arising from indolent lymphoma,
or HGBL and were not eligible to receive auto-HSCT or CAR T-cell therapy. The median number of prior
systemic therapies was 3 ( range 2-8) with 50% receiving 3 or more prior therapies. 84% of patients had
disease that was refractory to their last therapy. Patients were excluded if they had active CNS lymphoma
or peripheral neuropathy of Grade 2 or higher.

Patients were randomized 1:1 to receive either Adcetris/lenalidomide/rituximab or
placebo/lenalidomide/rituximab until disease progression or unacceptable toxicity. Adcetris was given as
1.2 mg/kg IV once every 3 weeks, and rituximab hyaluronidase was allowed to be substituted for
rituximab starting with cycle 2. Prophylaxis with G-CSF was mandated in both arms.

Overall survival was the major efficacy outcome, and results are summarized below in Table 2 and Figure
1. Additional efficacy outcomes included progression free survival (PFS) and Objective Response Rate
(ORR) according to investigator assessment.

Table 2. Efficacy Results in Relapsed or Refractory LBCL (Study 8: ECHELON-3)

ADCETRIS + Placebo + Lenalidomide +
Lenalidomide + Rituximab Rituximab
(N=112) (N=118)
Overall Survival
Deaths, n (%) 58 (51.8) 76 (64.4)
Median, months (95% CI) 13.8 (10.3, 18.8) 8.5(54,11.7)
HR (95% CI1)* 0.63 (0.45, 0.89)
p-value®© 0.0085
PFS per Investigator
Number (%) of patients with event 71(63.4) 85 (72.0)
Progressive disease, n (%) 56 (50.0) 71 (60.2)
Death, n (%) 15(13.4) 14 (11.9)
Median, months (95% CI) 4.2(2.9,7.1) 2.6(1.4,3.1)
HR (95% CIy* 0.53 (0.38, 0.73)
p-value® <0.0001
Objective Response Rate per Investigator
Objective response rate (CR or 72 (64.3) 49 (41.5)
PR}, n (%)
95% Cl for ORR? (54.7,73.1) (32.5, 51.0)
p-value® 0.0006
Complete response (CR), n (%) 45 (40.2) | 22 (18.6)

Cl = confidence interval; CR = complete response; HR = hazard ratio; PFS = progression free survival, OS = overall survival.
Stratified analyses were based on the stratification factors of cell of origin (GCB, non-GCB) and CD30 status (21%, <1%) at
randomization.

* Hazard ratio and 95% CI based on a stratified Cox regression model.

5Two-sided p-value from a stratified log-rank test.

¢ O'Brien Flemming efficacy boundary 2-sided p-value=0.0232.

4Exact 95% Cl computed using the Clopper-Pearson method (Clopper 1934).

*Two-sided p-value based on stratified Cochran-Mantel-Haenszel test (CMH).
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Figure 1. Kaplan-Meier Curve of Overall Survival (Study 8: ECHELON-3)
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No new contraindications or warnings and precautions were added to the prescribing information with the
new indication. Serious adverse reactions in the ECHELON-3 trials occurred in 60% of patients who
received Adcetris and included pneumonia, COVID-19, sepsis, febrile neutropenia, hemorrhage, UTI,
thrombocytopenia and URI. Fatal adverse reactions occurred in 12% of patients who received Adcetris
and included COVID-19 (4.5%), pneumonia (3.6%), and sepsis (1.8%). Adverse reactions led to dose
reductions (6%) and discontinuation (20%). The safety and efficacy of Adcetris has not been studied in
pediatric patients. 71% of Adcetris-treated patients were 65 years of age and older in ECHELON-3, and
no meaningful differences in safety or efficacy compared to younger patients was observed.

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

Recommendation: There are no changes recommended to the formulary placement of Adcetris. It is
recommended to change the prior authorization criteria and authorization duration for MBP 166.0 as
follows:

MBP 166.0 Adcetris (brentuximab vedotin)

Adcetris (brentuximab vedotin) will be considered medically necessary for all lines of business when ALL
of the following criteria are met:
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AUTHORIZATION DURATION:

Consolidation

Initial approval will be limited to
6 months or less if the

Indication Initial Authorization Subsequent Authorizations
Previously Initial approval will be limited to | Subsequent approval for treatment past the
Untreated Stage 12 doses (6 months) or less if initial 12 doses will require documentation of
Il or IV cHL the reviewing provider feels it is | well-controlled, peer-reviewed literature with

medically appropriate. evidence to support this request.
Elr.\et‘rf:ezltj:éyhigh Initial approval will be Iimiteq to _Sgpsequent approval fpr treatment pa;t the
risk cHL in 5 dose§ (1.5 weeks_) or less |f . initial 5 doses will require documentatlon (_)f
pediatric the reviewing pr0\{|der feels it is we_II—controIIed, peer—re_wewed literature with
patients medically appropriate evidence to support this request.

Subsequent approval will be for one additional

cHL 6-month authorization to allow for a total of 16

cycles of treatment.

Relapsed reviewing provider feels it is Subsequent approval for treatment past 16
pcALCL or medically appropriate. cycles will require documentation of well-
CD30- controlled, peer-reviewed literature with
expressing MF evidence to support this request.
Previously

Untreated Initial approval will be limited to | Subsequent approval for treatment past the
sALCL or Other | 8 doses (6 months) or less if initial 8 doses will require documentation of
CD30- the reviewing provider feels it is | well-controlled, peer-reviewed literature with
expressing medically appropriate. evidence to support this request.

PTCLs

Relapsed cHL

Relapsed sALCL

Initial approval will be for 6
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. Adcetris will no longer be covered
if the member experiences unacceptable toxicity
or worsening of disease.

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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LIBTAYO (cemiplimab-rwic)

Clinical Summary: Libtayo is a programmed death receptor-1 (PD-1) blocking antibody now indicated for
the adjuvant treatment of adult patients with cutaneous squamous cell carcinoma (CSCC) at high risk of
recurrence after surgery and radiation. Previously, Libtayo was indicated for:
e Adult patients with metastatic cutaneous squamous cell carcinoma (mCSCC) or locally advanced
CSCC (IaCSCC) who are not candidates for curative surgery or curative radiation
e Adult patients with locally advanced or metastatic basal cell carcinoma (laBCC or mBCC) who
have been previously treated with a hedgehog pathway inhibitor or for whom a hedgehog
pathway inhibitor is not appropriate
e Adult patients as first line in combination with platinum-based chemotherapy, for non-small cell
lung cancer (NSCLC) with no EGFR, ALK or ROS1 aberrations and is:
o Locally advanced where patients are not candidates for surgical resection or definitive
chemoradiation, or
o Metastatic
e Adult patients as first line single agent therapy, for NSCLC whose tumors have high PD-L1
expression [Tumor Proportion Score (TPS) 250%] as determined by an FDA-approved test, with
no EGFR, ALK or ROS1 aberrations, and is:
o Locally advanced where patients are not candidates for surgical resection or definitive
chemoradiation, or
o Metastatic

The dosing for Libtayo has been updated to include a recommended dose for the new indication of
adjuvant treatment of adult patients with CSCC at high risk of recurrence after surgery and radiation. The
recommended dose is 350mg every 3 weeks for 12 weeks, followed by either 700mg every 6 weeks or
350 mg every 3 weeks, to be continued until disease progression, unacceptable toxicity, or up to 48
weeks. Dosing for all other indications are summarized below in Table 1.

Table 1. Recommended dosages of Libtayo as a single agent or in combination with other agents

Indication Recommended dosage of Duration of Treatment

LIBTAYO as an
intravenous infusion

Adults with metastatic
cutaneous squamous cell
carcinoma (mCSCC) or
locally advanced CSCC
(1laCSCC)

Adjuvant treatment of adult
patients with CSCC at high 12 weeks, followed by
risk of recurrence after 700 mg every 6 weeks
surgery and radiation Or

350 mg every 3 weeks Until disease progression,
unacceptable toxicity, or up

to 24 months.

Until disease recurrence,
unacceptable toxicity, or up
to 48 weeks.

350 mg every 3 weeks for

350 mg every 3 weeks

The efficacy of Libtayo was evaluated in C-POST (NCT03969004), a randomized, double-blind,

Adults with locally advanced
basal cell carcinoma (1aBCC)
or metastatic BCC (mBCC)

350 mg every 3 weeks

Until disease progression,
unacceptable toxicity, or up
to 24 months.

Adults with non-small cell
lung cancer (NSCLC)*

350 mg every 3 weeks

Until disease progression or
unacceptable toxicity.

*Single-agent or in combination with platinum-based chemotherapy

multicenter, placebo-controlled trial in 415 patients with CSCC at high risk of recurrence after surgery and

radiation. High risk of recurrence was defined as having wither one nodal feature or one non-nodal
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feature. Nodal features included: 1) Extracapsular extension (ECE) with 21 node 220 mm, or 2) =23
involved lymph nodes regardless of ECE or non-nodal features. Non-nodal features included: 1) In-transit
metastases (skin or subcutaneous metastases > 2 cm from the primary lesion but not beyond the regional
nodal basin), or 2) Invasion of the skeleton or base of the skull (T4 Lesion), or 3) Perineural Invasion, or
4) Locally recurrent tumor with 21 additional adverse feature listed: Multiple ipsilateral nodes, or 2T3 (24
cm diameter or bone erosion or invasion >6 mm), or Poorly differentiated histology and recurrent lesion
=20 mm diameter. The high risk of recurrence features were nodal in 58% of patients and non-nodal in
43% of patients. Patients were excluded if they had autoimmune disease that required systemic therapy
with immunosuppressant agents within 5 years; history of solid organ transplant; or prior allogeneic or
autologous stem cell transplantation.

Patients were randomized 1:1 to receive Libtayo or placebo at a dose of 350mg Libtayo IV every 3 weeks
for 12 weeks followed by 700mg every 6 weeks or 350mg every 3 weeks for up to 48 weeks. The major
efficacy outcome was disease-free survival (DFS) defined as time from randomization to the first
documented disease recurrence by investigator assessment or death due to any cause. Overall survival
was an additional outcome measure. There was a statistically significant improvement in DFS for Libtayo
compared to placebo, and there was similar improvement in DFS in both Libtayo dosage regimens.
Results are summarized in Table 2 and Figure 1.

Table 2. Efficacy Results for the C-POST Study in Patients with CSCC at High Risk of Recurrence
in the Adjuvant Setting

Efficacy Endpoints LIBTAY(O Placebo
N=29 N =206
Disease-Free Survival (DFS)
Number of events, n (%) 24 (12%) 65 (32%)
Disease recurrences, n (%) 18 {9%) Gl (30%%)
s  Distant recurrence, n (%a) 10 [ 4.8%) 26(13%)
* Locoregional recurrence, n (%) 8 (3.8%) 35(17%)
Deaths, n (%) 6 (2.9%) 4 (1.9%)
Median (95% CI) in months® NR (NE, NE) 49.4 (48.5, NE)
Hazard ratio (95% CI)® (.32 (0.20, 0.51)
p-value® <0.0001

CI: confidence interval; NE: not evaluable; NR: not reached
*  Based on Kaplan-Meier method
™ Based on stratified proportional hazards model
& Basecd on a two-sided stratified log-rank test
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Figure 1. Kaplan-Meier Curve of DFS in the C-POST study
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No new contraindications or warnings and precautions were added to the prescribing information with the
new indication. There are no contraindications. Warnings and precautions are significant for severe and
fatal immune-mediated adverse reactions, infusion-related reactions, complications of allogeneic HSCT,
and embryo-fetal toxicity. Serious adverse reactions occurred in 18% of patients who received Libtayo in
C-POST and included pneumonia, rash, diarrhea, adrenal insufficiency and arrhythmia. Adverse
reactions led to permanent discontinuation (10%) and dosage interruptions (22%). The safety and
efficacy of Libtayo has not been established in pediatric patients. 39% of patients in C-POST were 65
years or older and no overall differences in safety and effectiveness were observed when comparing
these patients to younger patients.

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

Recommendation: There are no changes recommended to the formulary placement of Libtayo. It is
recommended to change the prior authorization criteria and authorization duration for MBP 186.0 as
follows:

MBP 186.0 Libtayo (cemiplimab-rwic)
Libtayo (cemiplimab-rwic) will be considered medically necessary for all lines of business when ALL of the

following criteria are met:

Cutaneous Squamous Cell Carcinoma (cSCC)
e Prescription written by a hematologist or oncologist AND
e Documentation that the patient is 18 years of age or older AND
e  One of the following:
o Medical record documentation of a diagnosis of metastatic cutaneous squamous cell
carcinoma (cSCC) or locally advanced cSCC AND
o Medical record documentation that the patient is not a candidate for curative surgery or
curative radiation
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Basal Cell Carcinoma
e Prescription written by a hematologist or oncologist AND
e Medical record documentation that the patient is 18 years of age or older AND
e Medical record documentation of a diagnosis of one of the following:
o Documentation of a diagnosis of locally advanced BCC (laBCC) OR
o Documentation of a diagnosis of metastatic BCC (mBCC)
AND
e Medical record documentation of previous treatment with a hedgehog pathway inhibitor or
documentation that a hedgehog pathway inhibitor is not appropriate

Non-Small Cell Lung Cancer (NSCLC)

e Prescription written by a hematologist or oncologist AND

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

¢ Medical record documentation of non-small cell lung cancer (NSCLC) AND medical record

documentation of one of the following:
o Documentation of locally advanced disease AND the patient is not a candidate for
surgical resection or definitive chemoradiation OR

o Documentation of metastatic disease

e Medical record documentation of no EGFR, ALK, or ROS1 genomic tumor aberrations AND
e Medical record documentation that Libtayo is being used as first-line treatment AND
e Medical record documentation of one of the following situations being met:
o Libtayo is being used as a single agent AND
o High PD-L1 expression [Tumor Proportion Score (TPS) = 50%] as determined by an
FDA-approved test
OR
o Libtayo is being used in combination with platinum-based chemotherapy

AUTHORIZATION DURATION:

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.

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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UPDATES

GAUCHER DISEASE UPDATE

Background: A recent cost comparison of Gaucher Disease agents was completed as part of a Vpriv
annual review. Currently, both Vpriv and Cerezyme require a step through Elelyso for the commercial
LOBs. Elelyso does not require any step through therapy. Rebating opportunities were also reviewed as
part of this cost comparison.

Recommendation: It is recommended to remove the required step through Elelyso in both MBP 105.0
Vpriv and MBP 60.0 Cerezyme. It is recommended to add a step through Vpriv in both MBP 60.0
Cerezyme and MBP 100.0 Elelyso.

MBP 105.0 VPRIV (velaglucerase alfa)
VPRIV (velaglucerase alfa) will be considered medically necessary for the Commercial, Exchange, CHIP,
ﬂ lines of business when all of the following criteria are met:
e Physician provided documentation of:
o adiagnosis of Type 1 Gaucher disease with at least one of the following:
= Anemia
=  Thrombocytopenia
= Bone disease
= Hepatomegaly or splenomegaly

AND
o Insured individual is 4 years of age or greater AND
e VPRIV is recommended by a metabolic specialist with experience in treating Gaucher disease

MBP 60.0 Cerezyme (imiglucerase) & Part B Step Document
Cerezyme (imiglucerase) will be considered medically necessary for commercial, exchange, CHIP, Bl
i lines of business when all of the following criteria are met:
e Documentation of a diagnosis of Type 1 Gaucher disease along with at least one of the following
conditions:
o anemia OR
o thrombocytopenia OR
o bone disease OR
o hepatomegaly or splenomegaly AND
e Cerezyme® is recommended by a metabolic specialist with experience in treating Gaucher
disease AND
e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to

Elelyso WP in patients 4 years of age and older

MBP 100.0 Elelyso (taliglucerase alfa) & Part B Step Document
Elelyso (taliglucerase alfa) will be considered medically necessary for the commercial, exchange, CHIP
and Medicare lines of business when all of the following criteria are met:

Adult Patients:
e Age greater than or equal to 18 years AND
e Medical record documentation of a confirmed diagnosis of Type 1 Gaucher disease along with at
least one of the following conditions:
o Anemia OR
o Thrombocytopenia OR
o Bone disease OR
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o Hepatomegaly or splenomegaly AND
o Elelyso™ (taliglucerase alfa) is recommended by a metabolic specialist with experience in
treating Gaucher disease

Pediatric Patients:

e Age between 4 and 17 years AND

e Medical record documentation of a confirmed diagnosis of Type 1 Gaucher disease along with at

least one of the following symptoms:
o Malnutrition OR
Growth retardation OR
Impaired psychomotor development OR
Fatigue OR
Anemia OR
Thrombocytopenia OR
Bone disease OR
o Hepatomegaly or splenomegaly AND
e Elelyso™ (taliglucerase alfa) is recommended by a metabolic specialist with experience in
treating Gaucher disease

O O O O O O

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.

Meeting adjourned at 3:47 pm.
The next bi-monthly scheduled meeting will be held on January 13", 2026 at 1:00 p.m.

Meeting will be held virtually via phone/Microsoft Teams.
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