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Call to Order:



Dr. Bret Yarczower called the meeting to order at 1:02 p.m., Tuesday, September 17, 2024.

Review and Approval of Minutes:
Dr. Bret Yarczower asked for a motion or approval to accept the June e-vote and July 16, 2024 minutes as written.
Minutes approved unanimously. None were opposed.

DRUG REVIEWS

TECELRA (afamitresgene autoleucel)

Review: Tecelra is a melanoma-associated antigen A4 (MAGE-A4)-directed genetically modified autologous T cell
immunotherapy indicated for the treatment of adults with unresectable or metastatic synovial sarcoma who have received
prior chemotherapy, are HLA-A*02:01P, -A*02:02P, -A02:03P, or -A02:06P positive and whose tumor expresses the
MAGE-A4 antigen as determined by FDA-approved or cleared companion diagnostic devices. This indication is approved
under accelerated approval based on overall response rate and duration of response. Tecelra is the first FDA-approved T-
cell receptor (TCR) gene therapy. It consists of CD4 and CD8 positive T cells transduced with a self-inactivating lentiviral
vector (LV) expressing an affinity-enhanced T-cell receptor (TCR) specific for the human melanoma-associated antigen
A4 (MAGE-A4), which is highly expressed in human leukocyte antigen (HLA)-A*02—positive synovial sarcoma and has
restricted expression in normal tissues. Antigen-specific activation of Tecelra via TCR-peptide-HLA-A*02 complex results
in T-cell proliferation, cytokine secretion, and killing of MAGE-A4/HLA-A*-2 expressing synovial sarcoma cells.

Tecelra is prepared from the patient’s peripheral blood mononuclear cells (PBMCs) which are obtained via a standard
leukapheresis procedure. The PBMCs are enriched for T cells and are then transduced with replication-incompetent LV
contain the MAGE-A4 TCR transgene. The transduced T cells are expanded, washed, formulated into a suspension and
cryopreserved. The drug product formulation contains 5% dimethyl sulfoxide (DMSO).

The recommended dose of Tecelra is 2.68 x 109 to 10 x 109 MAGE-A4 T cell receptor (TCR) positive T cells administered
as a single intravenous infusion. Tecelra is provided as a single dose for infusion in one or more infusion bag(s).

Prior to the administration of Tecelra, the patient will receive a lymphodepleting chemotherapy regimen of fludarabine 30
mg/m2/day intravenously for 4 days starting on the 7th day before Tecelra infusion (Day 7 to Day 4) and
cyclophosphamide 600 mg/m2/day intravenously for 3 days starting the seventh day before Tecelra infusion (Day 7 to
Day 5). Patients should be premedicated with an H1-antihistamine and acetaminophen approximately 30 to 60 minutes
prior to Tecelra infusion. Prophylactic systemic corticosteroids should be avoided as they may interfere with the activity of
Tecelra.

The efficacy of Tecelra was evaluated in a mutli-cohort, single-arm, open-label clinical trial (SPEARHEAD-1, Cohort 1) in
HLA-A*02:01P, HLA-A*02:02P, HLA-A*02:03P, and 383 HLA-A*02:06P allele positive patients with inoperable or
metastatic synovial sarcoma who had received prior systemic therapy with either doxorubicin and/or ifosfamide and
whose tumor expressed he MAGE-A4 tumor antigen. The study included patients with measurable disease according to
RECIST v1.1, ECOG status scores of 0 or 1, and glomerular filtration rate (GFR) = 60 mL/min. The study excluded
patients with HLA-A*02:05P in either allele, patients on systemic corticosteroids for at least 14 days prior to leukapheresis
and lymphodepletion, and recipients of allogeneic hematopoietic stem cell transplants.

Patients had tumor samples tested for MAGE-A4 expression by immunohistochemistry (IHC) clinical trial assay at a
centralized testing site. Patients underwent leukapheresis for collection of autologous cells for processing and
manufacture into Tecelra. Risk of manufacturing or delivery failure was 8% (4/52) patients in the clinical trial. Patients
underwent lymphodepleting chemotherapy with fludarabine and cyclophosphamide as recommended then received
Tecelra administration as a single IV infusion on Day 1. Fifty-two patients were enrolled and underwent leukapheresis,
eight of whom did not receive Tecelra due to the following: death (n=3), loss of eligibility prior to lymphodepleting
chemotherapy (n=3), withdrawal by the patient (n=1), and investigator decision (n=1). Forty-five patients with synovial
sarcoma received lymphodepletion and one patient withdrew consent before receiving Tecelra (n=44).

The median number of prior lines of systemic therapies was three (range: 1 to 12 lines). Prior therapies included
ifosfamide (100%), doxorubicin (95%), pazopanib (48%), trabectedin (25%), dacarbazine (11%), and gemcitabine (11%).
Between leukapheresis and initiation of lymphodepletion, 16 (36%) of the 44 patients received bridging therapy. The most
commonly used bridging therapy was pazopanib (69%). The median dose of Tecelra was 8x10 416 9 MAGE-A4 TCR
positive T cells (range: 2.68 x 109 to 9.99 x109 417).

The major efficacy outcome measure was overall response rate (ORR) according to RECIST v1.1 evaluated by
independent review committee (IRC). Duration or response was also evaluated.



The median time to response from Tecelra treatment was 4.9 weeks (95% CI: 4.4 weeks, 8 weeks) by Kaplan Meier
estimation.

Tecelra is contraindicated in adults who are heterozygous or homozygous for HLA-A*02:05P. There is a black box
warning for cytokine release syndrome, including potentially life threatening reactions which have been observed following
administration of Tecelra. CRS occurred in 75% of patients, 2% of whom had Grade 3 or greater CRS. The most common
symptoms were fever, tachycardia, hypotension, nausea/vomiting, and headache. Thirteen patients were treated with one
dose of tocilizumab and five patients received more than one dose. Immune Effector Cell-associated Neurotoxicity
Syndrome (ICANS) has also been observed following administration of Tecelra. One patient (2%) had Grade 1 ICANSs.
Symptoms included mild mental status changes. Other symptoms can include disorientation to time and place, mild
drowsiness, mild inattention. Severe symptoms 6 169 may include altered level of consciousness, seizures, cerebral
edema, impairment of cognitive skills, progressive aphasia, motor weakness.

Other warnings include prolonged severe cytopenia, including neutropenia and thrombocytopenia, risk of infection/viral
reactivation, secondary malignancies, hypersensitivity reactions, and the potential for HIV nucleic acid test false-positive
results.

In clinical trials, serious adverse reactions occurred in 52% of patients with synovial sarcoma treated with Tecelra. The
most common serious adverse reaction include CRS and pleural effusion. The most common adverse reactions were
CRS, nausea, vomiting, fatigue, infections, pyrexia, constipation, dyspnea, abdominal pain, non-cardiac chest pain,
decreased appetite, tachycardia, back pain, hypotension, diarrhea, and edema. The most common grade 3 or 4 laboratory
abnormalities were decreased lymphocyte count, decreased neutrophil count, decreased white blood cell count,
decreased red blood cell count, and decreased platelets.

The safety and efficacy of Tecelra has not been established in pediatric patients. Of the 44 patients with synovial sarcoma
in the SPEARHEAD-1 study, 6.8% were 65 years of age and older. Clinical studies did not include sufficient numbers of
patients aged 65 years and older to determine if they respond differently from 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. Bret Yarczower stated that this medication may only be available at Penn in Pennsylvania. Kim
Reichard, PharmD, stated that this medication is limited distribution. Ben Andrick, PharmD, confirmed that it is limited
distribution and the clinical enterprise are holding off on initial adoption of this therapy until more data becomes available.
Dr. Yarczower asked if the health plan is able hold off until we get more data or if we are required to cover since it is now
FDA approved and available. Kim Reichard, PharmD, stated that the preference would be to have criteria in place for
medical since we may be seeing requests for the drug. Kim Clark, PharmD, stated that they got clarification from the office
of CHIP that gene therapies are not eligible for coverage — if the member were to qualify for this they would be directed to
Medicaid. Dr. Yarczower asked how the contracts with Penn are structured since percent of charge will lead to increased
spend and if we should contact the contracting process. The committee unanimously voted to accept the
recommendations as presented (36 approvals). None were opposed.

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

Outcome: Tecelra is a medical benefit and will require a prior authorization. Tecelra will be added to the medical benefit

cost share list. The following prior authorization criteria will apply:

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

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

Medical record documentation of unresectable or metastatic synovial sarcoma AND

Medical record documentation of at least one (1) prior chemotherapy treatment AND

Medical record documentation that member is HLA-A*02:01P, HLA-A*02:02P, HLA-A*02:03P, and HLA-A*02:06P

allele—positive* AND

e Medical record documentation that the member has not had a prior allogeneic hematopoietic stem cell transplant
AND

e Medical record documentation of tumor expression of melanoma-associated antigen A4 (MAGE-A4)

NOTE: Tecelra is contraindicated for patients who are heterozygous or homozygous for HLA-A*02:05P based on an
alloreactivity screen which indicated in vitro alloreactivity against HLA-A*02:05.

AUTHORIZATION DURATION: One-time authorization for one administration of Tecelra

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



XOLREMDI (mavorixafor)

Review: Xolremdi is a selective CXC chemokine receptor 4 (CXCR4) antagonist indicated for patients 12 years of age
and older with warts, hypogammaglobulinemia (deficiency in immunoglobulins), infections and myelokathexis (retention of
neutrophils in the bone marrow), or WHIM syndrome, to increase the number of circulating mature neutrophils and
lymphocytes. The recommended dosing of Xolremdi is 400mg once daily for patients weighing more than 50kg and
300mg once daily for patients weighing less than or equal to 50kg. Xolremdi is available as 100mg capsules and should
be given on an empty stomach after an overnight fast and at least 30 minutes before food. Xolremdi should be stored in
its original container and refrigerated at 36°F to 46°F until expiration date. Xolremdi capsules should be swallowed whole
and should not be opened, broken or chewed. If a dose of Xolremdi is missed, the next dose should be taken as
scheduled.

WHIM syndrome is an ultra-rare primary immunodeficiency predominantly caused by genetic variations to the CXCR4
receptor. This receptor regulates the mobilization of white blood cells from the bone marrow to the peripheral
bloodstream. Mutations to CXCR4 causes an increased white blood cell response to CXCR4 ligand, CXCL12. The
enhanced response disrupts the signaling pathway and the mobilization of white blood cells from the bone marrow to the
peripheral bloodstream is decreased. This results in almost all patients having neutropenia and myelokathexis. Due to
immunodeficiencies, patients have increased susceptibility to bacterial and viral infections, skin and genital warts, and an
increased risk of cancer caused by human papillomavirus (HPV) infections.

The manufacturer estimates that only one in four patients have all four key features of the disease present which makes
diagnosis difficult. Diagnosis for WHIM can be made based on symptoms, patient history, clinical testing, and genetic
testing. Some patients with symptoms of WHIM do not have a detectable mutation in the CXCR4 gene, so the disorder
may have other genetic causes and demonstration of enhanced white blood cell responsiveness to CXCL12 in patients
without a confirmed CXCR4 defect may be observed. A bone marrow biopsy may also be performed, which could reveal
myelokathexis, which strongly suggests WHIM syndrome. Most patients develop symptoms in early childhood with some
having mild symptoms that usually respond to antibiotic therapy, while others develop potentially life-threatening
complications. There are approximately 100 reported cases in medical literature, but the manufacturer estimates that
there are at least 1,000 patients with WHIM syndrome in the United States. Due to this ultra-rare type of disease, patients
with WHIM syndrome are likely underdiagnosed.

There are no current guidelines for WHIM syndrome and current treatment therapies are directed to target symptoms of
WHIM syndrome, as there have not been any FDA-approved medication to treat the underlying cause. Colony stimulating
factor injections have been used to treat neutropenia, immunoglobulin injections have been used to treat
hypogammaglobulinemia, antivirals and antibiotics have been used to treat infections, and prophylactic use of antibiotics
may be considered. HPV vaccines can be administered to help prevent HPV infections, but patients may have a reduced
vaccine response. Plerixafor, a CXCR4 antagonist, has been studied in WHIM syndrome, but is not FDA-approved for use
and there are no formal recommendations for its use. A bone marrow transplant may cure some symptoms of WHIM
syndrome, but risk may outweigh the benefits. Xolremdi is the first and only FDA-approved treatment specifically indicated
for the underlying cause of WHIM syndrome. Xolremdi works to block CXCL12 from binding to both wild-type and mutated
CXCR4 variants to inhibit the enhanced responsiveness and retention of white blood cells in the bone marrow. This
results in increased mobilization of white blood cells from the bone marrow to the peripheral bloodstream.

The efficacy of Xolremdi was evaluated in the randomized, double-blind, multicenter 4WHIM trial (NCT03995108). The
4\WHIM trial compared Xolremdi to placebo with 31 participants aged 12 years and older. All patients had a genotype-
confirmed variant of CXCR4 consistent with WHIM syndrome and a confirmed absolute neutrophil count (ANC) of less
than or equal to 400 cells/uL. Patients diagnosed with an active infection (excluding warts), use of other CXCR4
antagonists, use of plerixafor within 6 months, use of chronic or prophylactic colony stimulating factors or systemic
glucocorticoids within 2 weeks, or use of any investigational therapy within less than or equal to 5 half-lives of the drug or
2 weeks (whichever was longer) were excluded from the trial. Patients were allowed to continue, but not initiate,
immunoglobulin therapy at the same dose during the trial. The study lasted 52 weeks and 14 patients received Xolremdi,
while 17 patients received placebo. Xolremdi was administered orally once daily with patients receiving 400mg if weight
was more than 50kg and 200mg if weight was less than or equal to 50kg.

The primary endpoint was the effect of Xolremdi on improvement of ANC. The mean time above threshold in hours for an
ANC of 500 cells/pL over a 24-hour period was assessed every 3 months for a total of 4 times throughout the trial.
Xolremdi-treated patients had significantly more time above the threshold, with a least squares (LS) mean time above
threshold of 15 hours, versus a least squares (LS) mean time above threshold of 2.8 hours for placebo-treated patients.



The secondary endpoint was the effect of Xolremdi on improvement of absolute lymphocyte counts (ALC). The mean time
above threshold in hours for an ALC of 1,000 cells/uL over a 24-hour period was assessed every 3 months for a total of 4
times throughout the trial. Xolremdi-treated patients had significantly more time above the threshold, with a least squares
(LS) mean time above threshold of 15.8 hours, versus a least squares (LS) mean time above threshold of 4.6 hours for
placebo-treated patients.

The efficacy of Xolremdi was further assessed in a composite endpoint consisting of total infection score and total wart
change score using a win-ratio method. The win-ratio was calculated by dividing the number of pairs where the Xolremdi-
treated patient had a better outcome, or “win”, by the number of pairs where the placebo-treated patient had a better
outcome.

For every pair of patients, the Xolremdi-treated patient was 2.76 times more likely to have a better outcome compared to
placebo-treated patients. Analyses of individual components of the composite endpoint showed an approximate 40%
reduction in the total infection score, weighted by infection severity, in Xolremdi-treated patients versus placebo-treated
patients. The annualized infection rate was reduced by approximately 60% in Xolremdi-treated patients versus placebo-
treated patients. The total wart change score did not have any significant difference between the Xolremdi-treated patients
and placebo-treated patients.

The safety of Xolremdi was evaluated in the 4WHIM trial. The most common adverse reactions were thrombocytopenia,
pityriasis, rash, rhinitis, epistaxis, vomiting, and dizziness, which was experienced in more than 10% of Xolremdi-treated
patients versus placebo-treated patients. Safety and efficacy of Xolremdi have not been established in patients less than
12 years of age. Two patients in the 4WHIM trial were aged 65 and older, but no patients were aged 75 years and older.
The trial did not include enough patients aged 65 and older to determine whether they respond differently. Xolremdi is not
recommended for use in patients with severe renal impairment, end-stage renal disease, or moderate to severe hepatic
impairment. No dosage adjustment is recommended for patients with mild to moderate renal impairment or mild hepatic
impairment.

Xolremdi is contraindicated with concomitant use of drugs that are highly dependent on CYP2D6 for clearance. Warnings
and precautions include embryo-fetal toxicity and QTc interval prolongation. There is no available data on Xolremdi use in
pregnant patients, but Xolremdi is expected to cause fetal harm when administered to pregnant patients due to the
mechanism of action. Pregnancy status of female patients should be verified prior to starting the medication.
Breastfeeding is not recommended and an effective method of contraception should be advised to females of reproductive
potential during treatment with Xolremdi and for three weeks after the final dose. Xolremdi causes concentration-
dependent QTc interval prolongation and therefore can cause QT interval prolongation when taken with concomitant
medications that increase Xolremdi exposure and/or drug products with known potential to prolong QT. Modifiable risk
factors should be corrected, QTc should be assessed at baseline, and QTc should be monitored during treatment. The
dose of Xolremdi may need to be reduced or discontinued due to drug-drug interactions. The daily dose of Xolremdi
should be decreased by increments of 100mg, if necessary, but not to a dose less than 200mg when used with strong or
moderate CYP3A4 inhibitors and P-gp inhibitors. Xolremdi should be avoided with strong CYP3A4 inducers.

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. Bret Yarczower stated this is a rare disease state and asked if there was a status of these
patients before they stopped their treatment and then a comparison to how patients responded to stopping this treatment.
Dr. Yarczower stated that there was a high rate of infections and stated there are other treatments for the symptoms of
WHIM syndrome and maybe plerixafor is a better option. Kirsten Smith, PharmD, stated that there were no efficacy
studies of use of plerixafor in WHIM syndrome patients. The committee unanimously voted to accept the
recommendations as presented (35 approvals). None were opposed.

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

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

e Medical record documentation of a diagnosis of WHIM (warts, hypogammaglobulinemia, infections, and
myelokathexis) syndrome AND
Medical record documentation of symptoms and complications associated with WHIM syndrome AND
Medical record documentation that member is 12 years of age or greater AND
Medical Record documentation that Xolremdi is being prescribed by an immunologist or hematologist AND
Medical record documentation of member’s weight AND



e Medical record documentation of baseline absolute neutrophil count (ANC) and absolute lymphocyte count (ALC)

AUTHORIZATION DURATION: Approval will be given for an initial duration of 6 months or less if the reviewing
provider feels it is medically appropriate. After the initial 6 month approval, subsequent approvals will be for a
duration of 12 months or less if the reviewing provider feels it is medically appropriate, requiring medical record
documentation of:
e Medical record documentation or provider attestation of continued disease improvement (such as, but not
limited to, a decrease in infections, or sustained improvement in absolute neutrophil count (ANC) and
absolute lymphocyte count (ALC))

QUANTITY LIMIT: 4 capsules per day
GPI LEVEL: GPI-10

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

WINREVAIR (sotatercept)

Review: Winrevair is an activin signaling inhibitor indicated for the treatment of adults with pulmonary arterial
hypertension (PAH, WHO Group 1) to increase exercise capacity, improve WHO functional class (FC) and reduce the risk
of clinical worsening events. Winrevair improves the balance between pro-proliferative and anti-proliferative signaling to
modulate vascular proliferation. In rat models, Winrevair reduced inflammation and inhibited proliferation of endothelial
and smooth muscle cells in diseased vasculature. Winrevair offers a new mechanism of action compared to other
treatment options for PAH.

Current treatment guidelines for patients with PAH recommend upfront dual therapy with an endothelin receptor
antagonist (ERA) and phosphodiesterase-5 inhibitor (PDES5i) in patients with a low- or intermediate risk status and triple
therapy (one drug targeting each vasodilatory pathway) for patients with high mortality risk.

Winrevair is administered once every 3 weeks by subcutaneous injection according to body weight. The recommended
starting dose is 0.3 mg/kg. Patients’ hemoglobin (Hgb) and platelet count prior to initiation of Winrevair and Winrevair
should not be initiated in patients with platelet count is <50,000/mm3 (<50 x 109/L).

The patient’s Hgb and platelet count should be checked prior to each dose for the first 5 doses, or if values are unstable,
and then periodically thereafter. Treatment should be delayed for at least three weeks the following circumstances:

e Hgb increases >2.0 g/dL from the previous dose and is above ULN.

e Hgb increases >4.0 g/dL from baseline.

e Hgb increases >2.0 g/dL above ULN.

e Platelet count decreases to <50,000/mm?3 (<50 x 109/L)

The Hgb and platelet count should be rechecked prior to reinitiating treatment. For treatment delays lasting >9 weeks,
restart treatment at 0.3 mg/kg and escalate to 0.7 mg/kg after verifying acceptable Hgb and platelet count.

Winrevair should be used under the guidance of a healthcare professional but can be administered by patients and
caregivers when appropriate.

Winrevair is supplied as single-dose vials (45 mg or 60 mg) packaged in kits (Table 8) that contain one or two single-dose
vials, one measuring syringe, and one safety needle.

The efficacy of Winrevair was evaluated in 323 adult patients with PAH (WHO Group 1 FC Il or lll) in STELLAR, a double-
blind, placebo-controlled, parallel group trial. Patients were randomized 1:1 to receive Winrevair (n=163) or placebo
(n=160) administered subcutaneously every 3 weeks.

Most participants were receiving three (61%) or two (35%) background drugs for PAH, and 40% were receiving
prostacyclin infusions. Patients included had a WHO FC Il (49%) or Il (51%) at baseline.

The primary efficacy endpoint was the change from baseline at Week 24 in 6-minute walk distance (6 MWD). In the
Winrevair group, the placebo-adjusted median increase in 6 MWD was 41 meters (95% CI: 28, 54; p<0.001). Treatment
with Winrevair led to an improvement from baseline by at least 1 WHO FC at Week 24 in 29% of patients compared to
14% of placebo treated patients (p<0.001). Treatment with Winrevair resulted in 84% reduction in the occurrence of
death from any cause or PAH clinical worsening events compared to placebo.



Winrevair includes warnings for increases in hemoglobin and risk of erythrocytosis which may increase the risk of
thromboembolic events or hyperviscosity syndrome. In clinical studies, moderate elevations in Hgb (> 2 g/dL above ULN)
occurred in 15% of patients taking Winrevair while no elevations = 4 g/dL above ULN were observed. Winrevair also
includes warnings for decreased platelet count and risk of severe thrombocytopenia which may increase the risk of
bleeding. In clinical studies, severe thrombocytopenia (platelet count <50,000/mm3 [<50 x 109/L]) occurred in 3% of
patients taking Winrevair. Other warnings include risk of serious bleeding, embryo-fetal toxicity, and impaired fertility.

The most common adverse reactions in the STELLAR trial included headache, epistaxis, rash, telangiectasia, diarrhea,
dizziness, and erythema. Increases in hemoglobin from normal to above normal limits occurred in 87 (53%) of patients
and were managed by dose delays, dose reductions, or both. Decreases in platelets from normal to below normal
occurred in 40 (25%) of patients and were managed by dose delays, dose reductions, or both.

The incidence of treatment discontinuation due to adverse reaction were 4% in the Winrevair group and 7% in the placebo
group. No specific adverse reactions causing treatment discontinuation occurred with a frequency greater than 1% and
more often in the Winrevair group.

The safety and efficacy of Winrevair has not been established in patients less than 18 years of age. A total of 81 patients
2 65 years of age participated in clinical studies for PAH, of which 52 were treated with Winrevair. No differences in
efficacy were observed between older and younger patients. With the exception of bleeding events, there were no
differences in safety between older and younger groups. Bleeding events occurred more commonly in the older Winrevair
subgroup, but with no imbalance between age subgroups for any specific bleeding events. Clinical studies did not include
sufficient numbers of patients aged 75 and older to determine whether they respond differently from 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 (36 approvals). None were opposed.

Financial Discussion: No comments or questions. The committee unanimously voted to accept the recommendations as
presented (38 approvals). None were opposed.

Outcome: Winrevair is a pharmacy benefit and will not be added to the Commercial, Marketplace, and GHP Kids
formularies. The following prior authorization criteria will apply:

Medical record documentation that Winrevair is prescribed by a cardiologist or pulmonologist AND

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

Medical record documentation of World Health Organization (WHO) Group 1 pulmonary arterial hypertension b
Medical record documentation of World Health Organization (WHO) functional class Il or lll symptoms AND
Medical record documentation of a baseline 6-minute walking distance AND

Medical record documentation of therapeutic failure, intolerance to, or contraindication to one (1) formulary
endothelin receptor antagonist (ERA) in combination with one (1) formulary phosphodiesterase-5 inhibitor (PDES5i)
or one (1) soluble guanylate cyclase (sGC) stimulator

AUTHORIZATION DURATION: Initial authorization will be for 6 months. Subsequent authorizations will be for 6
months and will require:
e Medical record documentation of a 6-minute walking distance improved from baseline

QUANTITY LIMIT:

45 mg x 1 (1 mL) Syringe Kit (NDC 0006-5090-01) — 2 Kits (2 milliliter) per 21 days

60 mqg x 1 (1.3 mL) Syringe Kit (NDC 0006-5091-01) — 2 Kits (2.6 milliliter) per 21 days
45 mq x 2 (1 mL) Syringes Kit (NDC 0006-5087-01) — 1 Kits (2 milliliter) per 21 days

60 mg x 2 (1.3 mL) Syringes Kit (NDC 0006-5088-01) — 1 Kits (2.6 milliliter) per 21 days

GPI LEVEL: GPI-12

FORMULARY ALTERNATIVES:
endothelin receptor antagonist (ERA) : ambrisentan®, bosentan*, Opsumit*, Tracleer*
phosphodiesterase-5 inhibitor (PDESi) :alyq*, sildenafil 20 mg tablet*, sildenafil 10 mg/mL suspension*, tadalafil
(pah) 20 mg tab*
soluble guanylate cyclase (sGC) stimulator : Adempas*
Prostaglandin Vasodilators: epoprostenol®, treprostinil*, Tyvaso*, Tyvaso DPI*, Ventavis*



Prostacyclin Receptor Agonist: Uptravi*

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

OPSYNVI (macitentan-tadalafil)

Review: Opsynvi is a combination drug that contains macitentan and tadalafil. It is FDA approved for the indication of
chronic treatment of adults with pulmonary arterial hypertension (PAH, WHO Group | and WHO Functional Class (FC) Il-
). Individually, macitentan is approved for PAH to reduce the risk of clinical worsening events and hospitalization, and
tadalafil for PAH to improve exercise ability. Macitentan is an endothelin receptor antagonist (ERA) for receptors ETa and
ETb on vascular endothelium and smooth muscle. When these receptors are stimulated, vasoconstriction, fibrosis,
proliferation, hypertrophy, and inflammation occur. Macitentan blocks receptor to avoid stimulation. Tadalafil is a
phosphodiesterase-5 enzyme inhibitor (PDE-5 Inhibitor). PDE-5 enzyme is responsible to break down cyclic guanosine
monophosphate (cGMP), which results in more vasoconstriction. When PDE-5 is inhibited, more cGMP is kept and results
in greater pulmonary vasculature relaxation and vasodilation.

Opsynvi is supplied as an oblong tablet that is either pink or white, depending on strength. Two strengths exist,
macitentan 10mg/tadalafil 20mg and macitentan 10mg/tadalafil 40mg. Opsynvi is dosed once daily with or without food.
Tablets should be swallowed whole, and should not be cut, crushed, or chewed. If a dose is missed, take the missed
tablet as soon as possible and resume next dose at regularly scheduled time. A patient should not take 2 doses at the
same time. For those who are treatment naive to any PAH specific therapy OR transitioning from ERA monotherapy, it is
recommended to start dose at Opsynvi 10 mg/20mg daily for one week and titrate to 10 mg/40 mg if tolerated. For those
transitioning from PDE-5 inhibitor monotherapy or PDE-5 inhibitor and ERA therapy in combination, it is recommended to
start at the Opsynvi 10 mg/40mg dose daily dose.

Pulmonary arterial hypertension (PAH) treatments vary on the subset group being treated. Treated groups are either
vasoreactive or nonvasoreactive. Only 10 to 20% who test will demonstrate a vasoreactive response. If the type of PAH is
deemed vasoreactive and in the WHO class | to Ill, they will start with a trial of a calcium channel blocker (CCB) for one to
three months. Only about half of the CCB-treated vasoreactive patients respond to that treatment initially, and only about
5% achieve a long-term response on CCBs alone; Long term response defined as an improvement in the WHO functional
class that is sustained for at least 1 year. For vasoreactive patients who have failed CCB monotherapy or for
nonvasoreactive patients, suitable agents are dictated by WHO functional classification.

WHO functional class | is a monotherapy approach based on high-risk features. Due to most patients being asymptomatic
in this class, most are not identified and diagnosed. If diagnosed and deemed treatable, any PAH-indicated agent may be
started on monotherapy agent; although more suggest that starting dual-therapy earlier may be better long-term results.
For WHO functional class Il or Il and treatment naive, dual combination therapy with an ERA and a cGMP targeted
therapy like PDE-5 Inhibitor is recommended. Experts prefer ambrisentan and tadalafil combination. If there is a
contraindication to either agent, another oral agent in the same class can be substituted; both agents being taken must be
of separate classes. Such combinations are less proven and drug interactions can limit the outcome. The preference for
the ambrisentan/tadalafil combination stems from results found from the AMBITION trial. Outcomes seen in this trial may
not correlate to similar class combinations (ie. Macitentan/tadalafil, bosentan/sildenafil) due to increased metabolism and
a resulting lowered plasma concentration of the PDE-5 inhibitor. Following the preferred combination agents, data with the
strongest level of support are macitentan/sildenafil (SERAPHIN trial), bosentan/tadalafil (PHIRST trial), bosentan/riociguat
(PATENT-1 study), and selexipag plus ERA and/or PDES5I (GRIPHON trial). The current CHEST guidelines do not
address the consideration of the Opsynvi combination currently. Finally, WHO functional class IV is usually the dual-
combination treatment we see in class Il and Ill, plus a third agent, parenteral prostanoid (IV epoprostenol or SQ
treprostinil).

A multi-national, multi-center, double-blind, adaptive, randomized, active-controlled, parallel-group study [‘A DUE”] was
conducted in 187 patients with PAH, WHO FC II-Ill to compare the efficacy and safety of Opsynvi to each monotherapy
macitentan or tadalafil. Patient with pulmonary vascular resistance (PVR) of at least 240 dyn-s/cm5 were randomized to
receive Opsynvi (n=108), 10mg macitentan monotherapy (n=35) or 40mg tadalafil monotherapy (n=44) once daily. The
primary endpoint was change from baseline in PVR versus the individual component monotherapies after 16 weeks.
Opsynvi demonstrated greater reduction in PVR after 16 weeks, showing statistically significant effect of 29% reduction in
PVR as compared to macitentan [0.71 (95% CL 0.61, 0.82, p < 0.0001)] and a 28% reduction in PVR as compared to
tadalafil [0.72 (95% CL 0.64, 0.80, p < 0.0001)].

Contraindications to Opsynvi include pregnancy (macitentan shows teratogenic effects and risk to fetus), hypersensitivity
to any component of the drug, concomitant use of organic nitrates within 48 hours of each other (tadalafil potentiates



hypotensive effect of nitrates), and concomitant guanylate cyclase (GC) stimulators (tadalafil potentiates hypotensive
effect of nitrates). Warnings and precautions to Opsynvi include:

e Embryo-fetal toxicity - macitentan-containing product REMS program available for females to comply with
pregnancy testing and contraception requirements.

e Hepatotoxicity - ERAs cause elevated aminotransferases and liver failure; liver enzymes should be tested on
initiation and during treatment. If aminotransferases elevate, if that elevation is accompanied by bilirubin increase
>2x ULN, or presence of symptoms of hepatotoxicity or injury (nausea, vomiting, right upper quadrant pain,
fatigue, anorexia, jaundice, dark urine, fever, or itching), Opsynvi should be discontinued. Re-initiation may be
considered if hepatic enzymes normalize with no clinical hepatotoxic symptoms. Initiation should not be done with
elevated aminotransferases (>3 x ULN at baseline). To note, Opsynvi is not advised for use in hepatic cirrhosis
due to lack of study in patient population.

e Hypotension — Due to vasodilatory properties of Opsynvi, patients with pre-existing hypotension, autonomic
dysfunction, or with left ventricular outflow obstruction may be more sensitive to hypotensive issues.

e Hemoglobin Decrease — ERAs can decrease hemoglobin concentration and hematocrit have occurred early
during initiation but often stabilize thereafter. Hemoglobin should be measured on initiation and during treatment.
It is not recommended to use in those with severe anemia.

e Worsening Pulmonary Veno-Occlusive Disease (PVOD) — Vasodilators can significantly worsen cardiovascular
status with those with PVOD. Development of pulmonary edema while on Opsynvi could be an indication of
PVOD. It is not recommended for use in those with PVOD.

e Visual Loss — Post marketing reports have been made for non-arteritic anterior optic neuropathy (NAION) in
association with PDES5 Inhibitors. Use is not recommended in those with known hereditary degenerative retinal
disorders.

e Fluid Retention — While PAH, CHF and side effects of ERAs are known to have fluid retention symptoms, patients
with left ventricular dysfunction may be at particular risk to develop fluid retention after starting an ERA.
Discontinuation of Opsynvi may be considered and is dependent on original cause.

e Decreased Sperm Count — ERAs have known spermatogenesis and may affect fertility.

e Prolonged Erection — The PDES inhibitor component of Opsynvi is associated with prolonged erections greater
than 4 hours and priapism (painful erections greater than 6 hours. Risk increases in those with a predisposition to
priapism (i.e. sickle cell anemia, multiple myeloma, leukemia) or in those with a preexisting anatomical
deformation of the penis (angulation, cavernosal fibrosis). Patients must seek emergent medical attention for an
erection lasting greater than 4 hours.

Adverse reactions to Opsynvi include edema, anemia, headache, abdominal pain, hypotension,
myalgia, nasopharyngitis, nausea, increased uterine bleeding, back pain, flushing, vomiting, palpitations, and epistaxis.

Use of Opsynvi in pregnant women is contraindicated. Use in lactating patients is not recommended; presence of tadalafil
has been found in lactating rats in animal studies. The safety and efficacy of Opsynvi in pediatric population younger than
18 years is not established and not recommended. No overall differences in safety and effectiveness were observed
between those 65 and older and younger subjects. Opsynvi use should be avoided in those with severe renal impairment
(CrCl 15-29 mL/min) or those on dialysis due to increased tadalafil exposure. Opsynvi use should be avoided in those with
severe hepatic impairment (Model for End Stage Liver Disease score >/= 19), or those with elevated hepatic
aminotransferases (3 x UNL).

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. Bret Yarczower asked if we could send the chart on the cost to his clinical colleagues who treat
PAH. Emily Bednarz, PharmD, stated she can send the chart to Dr. Yarczower. The committee unanimously voted to
accept the recommendations as presented (36 approvals). None were opposed.

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

Outcome: Opsynvi is a pharmacy benefit. It is recommended to be non-formulary. Opsynvi will require a prior
authorization with the following criteria:
e Medical record documentation that Opsynvi is prescribed by a cardiologist or pulmonologist AND
e Medical record documentation of World Health Organization (WHO) functional class I, Ill, or IV pulmonary arterial
hypertension AND
e Medical record documentation of a negative pregnancy test in females of childbearing potential b
e Medical record documentation that Opsynvi will not be used concomitantly with organic nitrate therapy and
guanylate cyclase (GC) stimulators AND



e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to 3 formulary
alternatives

QUANTITY LIMIT: 30 tablets per 30 days

FORMULATY ALTERNATIVES: Ambrisentan tablet, Bosentan tablet, Opsumit tablet, Tracleer 32mg tablet, Sildenafil
tablet, Sildenafil Suspension, Alyq tablet, Tadalafil tablet

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

ALYGLO (immune globulin (human)-stwk)

Review: Alyglo is indicated for the treatment of primary humoral immunodeficiency (PI) in adults (age 17 and older.) This
includes, but is not limited to, the humoral immune defect in congenital agammaglobulinemia, common variable
immunodeficiency (CVID), X-linked agammaglobulinemia, Wiskott-Aldrich syndrome, and severe combined
immunodeficiency (SCID).

Alyglo (immune globulin intravenous, human-stwk) is a 10% immune globulin liquid for intravenous injection indicated for
the treatment of primary humoral immunodeficiency (Pl.) Alyglo supplies a broad spectrum of neutralizing IgG antibodies
to bacterial and viral pathogens, and their toxins. The mechanism of action has not been fully elucidated in PI.

Alyglo contains mainly IgG with a broad spectrum of antibodies against various infectious agents reflecting the 1gG activity
found in the donor population. Alyglo which is prepared from pooled material, has an IgG subclass distribution similar to
that of native human plasma. An adequate dose of IVIG can restore abnormally low IgG level to the normal range.
Standard pharmacodynamics studies were not performed.

GC Biopharma reports that Alyglo is manufactured using a novel Cation Exchange Chromatography (CEX) process to
remove coagulation factor Xla (FXla) to undetectable levels. FXla is potentially a cause of small numbers of
thromboembolic events in patients receiving immunoglobulin infusions. However, Alyglo prescribing information retains
the class warning that thrombosis may occur with immune globulin intravenous (IGIV) products, including Alyglo.

Intravenous formulations of immune globulin include Asceniv, Gamunex-C, Gammagard, Octagam, Privigen,
Flebogamma DIF, Gammaplex, Gammaked, Panzyga, Bivigam, and now Alyglo. Yimmugo was FDA approved in June
2024, release date currently unknown. Subcutaneous formulations of immune globulin include Hizentra, Hyqgvia, Cuvitru,
Cutaquig, Gamunex-C, Gammagard, Gammaked and Xembify. Yimmugo received FDA approval on June 13, 2024.

Clinical studies involving Alyglo showed similar efficacy results to other immune globulin products in regard to the primary
endpoint of acute bacterial infections. No clinical differentiation has been shown between Alyglo and the products already
on the market.

Alyglo (immune globulin intravenous, human-stwk) is supplied in single-dose, tamper-evident vial containing the labeled
amount of functionally active IgG. The components used in the packaging for Alyglo are not made with natural rubber
latex.

A prospective, open-label, single-arm, multi-center study was conducted in North America (the United States and Canada)
[NCT02783482] to determine efficacy, safety and pharmacokinetics of Alyglo (immune globulin intravenous, human-stwk)
in adults and pediatric subjects with PI. Prior to enrollment, all subjects were receiving stable doses between 300 and 900
mg/kg of IGIV replacement therapy. Subjects received Alyglo infusion administered every 21 or 28 days, the dose and
schedule per