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Call to Order:

Dr. Bret Yarczower called the meeting to order at 1:01 p.m., Tuesday, July 8, 2025.




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

DRUG REVIEWS

AVMAPKI FAKZYNJA CO-PACK (avutometinib/defactinib)

Review: Avmapki Fakzynja is a combination of two kinase inhibitors indicated for the treatment of adult
patients with KRAS-mutated recurrent low-grade serous ovarian cancer (LGSOC) who have received
prior systemic therapy. This indication is approved under accelerated approval based on tumor response
rate and duration of response. It is the first FDA approved treatment specifically targeting KRAS-mutated
recurrent LGSOC.

The recommended dosage of Avmapki capsules is 3.2 mg (four 0.8 mg capsules) take twice weekly on
Days 1 & 4 for the first 3 weeks of each 4-week cycle. Treatment is continued until disease progression or
unacceptable toxicity. The recommended dosage of Fakzynja tablets is 200 mg (one tablet) taken twice
daily for the first 3 weeks of each 4-week cycle until disease progression or unacceptable toxicity. Dosage
reductions in the case of adverse reactions are summarized in Table 6.

Table 6. Recommended Dosage Reductions of Avmapki Fakzynja Co-pack

Dose Level AVMAPKI Capsule FAKZYNJA Tablet

Starting dose 3.2 mg twice weekly for first | 200 mg twice daily for first 3 weeks of
3 weeks of each 4-week each 4-week cycle
cycle

Dose reduction 2.4 mg twice weekly for first | 200 mg once daily for first 3 weeks of
3 weeks of each 4-week each 4-week cycle
cycle

Permanently discontinue both AVMAPKI and FAKZYNJA in patients unable to tolerate after one

dose reduction of both products.

The safety and efficacy of Avmapki Fakzynja was evaluated in RAMP-201, an open-label study in 57
adult patients with measurable KRAS-mutated recurrent LGSOC, who had received at least one prior
systemic therapy, including a platinum-based regimen. Patients who were candidates for debulking
surgery, receiving warfarin treatment, had an active skin disorder requiring systemic therapy, or had an
ocular disorder were excluded from the trial.

Patients received Avmapki 3.2 mg orally twice weekly for 3 weeks of each 4 week cycle and Fakzynja 200
mg orally twice daily for 3 weeks of each 4 week cycle until disease progression or unacceptable toxicity.
The major efficacy outcome was overall response rate (ORR) by blinded independent review committee
(BIRC) according to RECIST v1.1. Duration of response (DoR) was also measured.

Fourteen percent of patients had received 1 prior line of systemic therapy, 25% of patients had received 2
prior lines, 18% had received 3 prior lines and 40% had received more than 3 prior lines of systemic
therapy. All patients had received prior platinum-based chemotherapy, 84% received prior hormonal
therapy (as maintenance or treatment), 40% received prior bevacizumab and 21% received a prior MEK
inhibitor.



Table 7. Efficacy Results for RAMP-201

AVMAPKI FAKZYNJA CO-PACK
N =57
Confirmed Overall Response Rate (95% CI)’ 44%
(31,58)
Complete response 3.5%
Partial response 40%
Duration of Response (DoR)
Range (months) | 3.3,31.1

TORR 95% CI calculated using Clopper-Pearson method

Warnings and Precautions for Avmapki Fakzynja include risk of ocular toxicity, including visual
impairment and vitreoretinal disorders, serious skin toxicities, hepatotoxicity, rhabdomyolysis, and
embryo-fetal toxicity.

Ocular adverse reactions occurred in 68% of patients treated with Avmapki Fakzynja, most commonly
visual impairment, dry eye, orbital/periorbital edema, and vitreous floaters. Thirty-five patients (26%)
experienced vitreoretinal disorders, including retinal detachment and retinal vein occlusion. Eighteen
patients experienced an ocular adverse reaction that resulted in dose interruption and one patient
experienced an ocular adverse reaction that resulted in dose reduction. Of the patients who experienced
ocular adverse reactions, 29% had ongoing ocular events at last follow-up.

Serious skin reactions, including Severe Cutaneous Adverse Reactions (SCARs), acute generalized
exanthematous pustulosis, erythema multiforme, and drug reactions with eosinophilia and systemic
symptoms have been reported with Avmapki. Skin toxicities occurred in 94% of patients treated with
Avmapki Fakzynja, most commonly rash, dermatitis acneiform, dry skin, pruritis, and photosensitivity. At
last follow up, 66% of patients had ongoing skin reactions. Patients in RAMP-201 used topical
corticosteroids and systemic oral antibiotics for prophylaxis of skin reactions. The medications were
initiated at the start of treatment and for at least the first two cycles.

In RAMP-201, serious adverse reactions occurred in 32% of patients, including sepsis, intestinal
obstruction, pyelonephritic, and hydronephrosis. Fatal adverse reactions occurred in 3.6% of patients who
received Avmapki Fakzynja, including intestinal obstruction and perforation. Permanent discontinuation
due to adverse reaction occurred in 14% of patients, including elevations in creatinine phosphokinase,
dyspnea, malaise, decreased glomerular filtration rate, hyperbilirubinemia, increased alanine
aminotransferase, and abdominal pain. Dose interruptions occurred in 84% of patients and dose
reductions occurred in 44% of patients. The most common adverse reactions were increased creatinine
phosphokinase, nausea, fatigue, increased aspartate aminotransferase, rash, diarrhea, musculoskeletal
pain, edema, decreased hemoglobin, increased alanine aminotransferase, vomiting, increased blood
bilirubin, increased triglycerides, decreased lymphocyte count, abdominal pain, dyspepsia, dermatitis
acneiform, vitreoretinal disorders, increased alkaline phosphatase, stomatitis, pruritus, visual impairment,
decreased platelet count, constipation, dry skin, dyspnea, cough, urinary tract infection, and decreased
neutrophil count.

The safety and efficacy of Avmapki Fakzynja in pediatric patients has not been established. Of the 136
patients in clinical studies who received Avmapki Fakzynja, 29% were aged 65 years or older. No overall
differences in safety were observed between older and younger patients. Clinical studies did not include
sufficient numbers of patients 65 years 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. 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 (31 approved, 0 rejected).

Outcome: Avmapki Fakzynja Co-pack is a pharmacy benefit and will be added to the following tiers of the
Commercial, Marketplace, and GHP Kids formularies. Avmapki Fakzynja will require a prior authorization
for new starts only and the following prior authorization criteria should 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 that Avmapki Fakzynja Co-pack 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 recurrent low-grade serous ovarian cancer (LGSOC) AND
Medical record documentation of a KRAS-mutation AND

Medical record documentation that member has received at least one prior systemic therapy

AUTHORIZATION DURATION: Avmapki Fakzynja Co-pack is configured as a prior authorization for
new starts only. Avmapki Fakzynja Co-pack 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

MEDISPAN AUTHORIZATION LEVL: GPI-12
QUANTITY LIMIT: 66 tablets 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.

EMRELIS (relisotuzumab vedotin-tliv)

Review: Emrelis is a c-Met-directed antibody and microtubule inhibitor conjugate indicated for the
treatment of adult patients with locally advanced or metastatic non-squamous non-small cell lung cancer
(NSCLC) with high c-Met protein overexpression (= 50% of tumor cells with strong [3+] staining), as
determined by an FDA-approved test, who have received a prior systemic therapy. Emrelis is the first and
only c-Met targeted antibody-drug conjugate.

This indication is approved under accelerated approval based on overall response rate (ORR) and
duration of response (DOR). Continued approval for this indication may be contingent upon verification
and description of clinical benefit in a confirmatory trial(s).

The recommended dosage of Emrelis is 1.9 mg/kg administered intravenously every 2 weeks until
disease progression or unacceptable toxicity. Emrelis must be reconstituted and further diluted prior to
administration. Emrelis is available as 20 mg and 100 mg as a lyophilized powder in a single-dose vial.

The efficacy of Emrelis was evaluated in the LUMINOSITY study (NCT03539536), a multicenter, open-
label, single-arm, multi-cohort clinical trial. Eligible patients were required to have locally advanced or
metastatic NSCLC with c-MET protein overexpression and treatment with prior systemic therapy
(including no more than one line of chemotherapy) in the locally advanced or metastatic setting. The



study excluded patients who had received radiation therapy to the lungs < 6 months prior to enrollment
and patients who had a history of interstitial lung disease/pneumonitis requiring treatment with steroids or
interstitial lung disease/pneumonitis within 3 months of the first dose.

Patients received Emrelis at 1.9 mg/kg intravenously every 2 weeks until disease progression or
unacceptable toxicity. The major efficacy outcome measure was overall response rate (ORR) according
to Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1 as assessed by a blinded
independent central review (BICR). An additional efficacy outcome measure was duration of response
(DOR) by BICR.

The efficacy population included 84 patients with non-squamous, EGFR wild-type NSCLC with high c-
MET protein overexpression who have received prior systemic therapy. High c-MET protein
overexpression was defined as = 50 % of tumor cells with strong (3+) membrane staining on archival or
recent tissue samples by immunohistochemistry (IHC) and was determined by prospective testing at a
central laboratory prior to enroliment using the MET (SP44) clinical trial assay (CTA). Of the 84 patients
with high c-MET protein overexpression identified by central testing using the CTA, tissue samples from
38/84 (45%) patients were tested retrospectively using the VENTANA MET (SP44) RxDx assay. One
sample was unevaluable. Of the 37 samples retested and evaluable, 32 (87%) samples were confirmed
to have high c-MET protein overexpression, defined as = 50 % of tumor cells with strong (3+) membrane
and/or cytoplasmic staining. The results of the clinical trial are summarized in Table 1.

Table 1: Efficacy Results in LUMINOSITY for Patients with EGFR Wild-Type Non-squamous
NSCLC with High c-MET Protein Overexpression

Efficacy Parameter EEIZIZI;IS

Confirmed Overall Response Rate (ORR), % 35

(95% Cl) (24, 46)
Complete Response, % 0
Partial Response, % 35

Duration of Response N=29
Median, months 7.2
(95% CI) (4.2, 12)
DOR =6 months,? % 59
DOR 212 months,? % 21

Cl=confidence interval; DOR=duration of response

® Based on observed duration of response in 29 responders.

The most common adverse reactions (=220%) were peripheral neuropathy, fatigue, decreased appetite,
and peripheral edema.

The most common Grade 3 or 4 laboratory abnormalities (=2%) were decreased lymphocytes, increased
glucose, increased alanine aminotransferase, increased gamma glutamyl transferase, decreased
phosphorus, decreased sodium, decreased hemoglobin, and decreased calcium

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 about the 35% of responders and what the duration of
response was. Mark commented that the median duration was 7.2 months. 59 of 84 patients had a
duration of response greater than or equal to 6 months while 21 of 84 patients had a duration of response
greater than or equal to 12 months. No additional comments or questions. The committee unanimously
voted to accept the recommendations as presented. None were opposed (32 approved, 0 rejected).



Financial Discussion: Kim Clark suggested moving Emrelis to non-formulary since this is primarily
covered as a medical benefit. Mark mentioned that this will be added to the white bagging policy in the
future so we should include on the pharmacy formulary. No additional comments or questions. The
committee unanimously voted to accept the recommendations as presented. None were opposed (35
approved, 0 rejected).

Outcome: Emrelis will be a medical benefit and will be added to the medical benefit cost share list. If
processed at a specialty pharmacy, Emrelis will process at the Specialty tier or the Brand Non-preferred
tier for members with a three-tier benefit. The following prior authorization criteria will apply:
e Medical record documentation of an age greater than or equal to 18 AND
e Medical record documentation that Emrelis is being prescribed by or in consultation with a
hematologist or oncologist AND
e Medical record documentation of locally advanced or metastatic non-squamous non-small
cell lung cancer (NSCLC) AND
e Medical record documentation of high c-MET protein overexpression (defined as 250% of
tumor cells with strong [3+] staining), as determined by an FDA-approved test AND
e Medical record documentation that the tumor is EGFR wild-type AND
e Medical record documentation that the patient has received one prior systemic therapy in the
advanced/metastatic setting AND
e Medical record documentation that Emrelis will be administered as monotherapy

MEDISPAN AUTHORIZATION LEVEL: GPI-12
RPH SIGNOFF REQUIRED: Yes

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 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 the member experiences unacceptable toxicity or
worsening of disease.

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

EPYSQLI (eculizumab-aagh)

Review: Epysqli is a Soliris biosimilar approved for the treatment of patients with paroxysmal nocturnal
hemoglobinuria (PNH) to reduce hemolysis, atypical hemolytic uremic syndrome (aHUS) to inhibit
complement-mediated thrombotic microangiopathy, and generalized myasthenia gravis (gMG) in adult
patients who are anti-acetylcholine receptor (AchR) antibody positive. At this time, Epysqli is not indicated
for the treatment of f neuromyelitis optica spectrum disorder (NMOSD) in adult patients who are anti-
aquaporin-4 (AQP4) antibody positive due to orphan drug exclusivity for Soliris for this indication.

The recommended dosage of Epysqli is consistent with Soliris and vaccination for the meningococcal
infection is recommended prior to starting Epysqli treatment.

The approval of Epysqli is based on a pharmacokinetic similarity study comparing the pharmacokinetics,
safety, tolerability, immunogenicity, and pharmacodynamics between Epysqli and Soliris in healthy
subjects and SB12-3003, a randomized, double-blind, cross-over study comparing lactate dehydrogenase
in Epysqli and Soliris with PNH.

Study SB12-3003 evaluated LDH levels from Week 14 to Week 26 and Week 40 to Week 52. A trend of
mean reduction from baseline in LDH and PNH-related symptoms were comparable between treatment



groups. There were no clinically meaningful differences between the two groups in terms of safety and
the incidence of antidrug antibodies was comparable between groups. Overall it was determined that
there were no clinically meaningful differences between Epysqli and Soliris in terms of safety, purity, and
potency of the product.

The safety and efficacy of Epysqli has not been established in pediatric patients for the treatment of PNH
or gMG. Safey and efficacy has been established in pediatric patients for the treatment of aHUS and is
supported by studies which included 47 pediatric patients (age 2 months to 17 years) which show similar
efficacy and safety results between pediatric and adult patients. Safety in geriatric patients is based on
Soliris clinical studies which included 51 patients 65 years of age or older showing no apparent age-
related differences although the clinical trials did not include sufficient numbers to determine whether
patients 65 years and over 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. Yarczower asked if we will be requiring failure of the biosimilar prior to Soliris for
indications other than NMOSD? This will be discussed more in the financial section, but we do plan to
take a biosimilar first approach. Dr. Yarczower then asked if existing members would be grandfathered or
if they would be required to switch to the biosimilar? Kim Clark commented that we should consider
reaching out to a specialist or the CarePath teams to determine what is most appropriate for this
particular product. Jason Howay also commented that this drug will have a separate REMS program from
the reference product. The requirements are the same but they are two separate programs. Jason also
agreed that we should consider reaching out to a specialist to determine if transitioning to biosimilar is
appropriate. No additional comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (34 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: Epysqli is a medical benefit for Commercial, Marketplace, and GHP Kids. It will require prior
authorization and will be added to the Medical Benefit Policy 54.0 with the following changes:
Medical record documentation that patient is 18 years of age or older AND

Paroxysmal Nocturnal Hemoglobinuria (PNH)

Medical record documentation of a diagnosis of paroxysmal nocturnal hemoglobinuria (PNH)

Physician provided documentation of flow cytometry confirming diagnosis AND

Physician provided documentation of Soliris or eculizumab biosimilar being prescribed by a

hematologist AND

e Physician provided documentation of the insured individual being vaccinated with the
meningococcal vaccine AND

e Physician documentation of one of the following:

o member is transfusion-dependent (i.e., has at least 1 transfusion in the 24 months prior to
initiation of eculizumab due to documented hemoglobin less than 7 g/dL in persons
without anemic symptoms or less than 9 g/dL in persons with symptoms from anemia)
prior to initiation of eculizumab treatment; OR

o there is a significant adverse impact on the insured individual’s health such as end organ
damage or thrombosis without other cause.

e 0 0

AND
e For Soliris: Medical record documentation of therapeutic failure on, intolerance to, or
contraindication to a preferred eculizumab biosimilar*

AUTHORIZATION DURATION: Approval will be given for 6 months. Additional coverage will only be
provided when documentation of the following is provided:
e Member requires fewer transfusions or has stabilization of Hb levels AND
e Reduction in intravascular hemolysis as evidenced reduction in elevated LDH levels from
baseline AND



e No recurrent infections

. Atypical Hemolytic Uremic Syndrome (aHUS)
e Medical record documentation of a diagnosis of atypical hemolytic uremic syndrome (aHUS)
AND
e For Soliris: Medical record documentation of therapeutic failure on, intolerance to, or
contraindication to a preferred eculizumab biosimilar*

(Soliris is used to inhibit complement-mediated thrombotic microangiopathy)

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.

. Generalized Myasthenia Gravis (gMG)

e Medical record documentation supporting a confirmed diagnosis of Generalized Myasthenia
Gravis AND

e Medical record documentation that member is anti-acetylcholine receptor (AchR) antibody
positive AND
Prescribed by or in consultation with a neuromuscular specialist AND
Medical record documentation of Myasthenia Gravis Foundation of America Clinical
Classification (MGFA) Class Il to IV AND*

e Medical record documentation Myasthenia Gravis-Activities of Daily Living (MG-ADL) score
of 6 or more at baseline AND**
Medical record documentation of age > 18 years AND
Medical record documentation of therapeutic failure on, intolerance to, or contraindication to
corticosteroids AND

e Medical record documentation of therapeutic failure on intolerance to, or contraindication to at
least two (2) non-steroidal immunosuppressive therapies OR has failed at least one (1)
immunosuppressive therapy and required chronic plasmapheresis or plasma exchange (PE)
AND

e Medical record documentation of failure on intolerance to, or contraindication to intravenous
immunoglobulin (IVIG) AND

e For Soliris: Medical record documentation of therapeutic failure on, intolerance to, or
contraindication to a preferred eculizumab biosimilar*

AUTHORIZATION DURATION: Initial approval will be given for 6 months. Subsequent approvals will
be for an additional 6 months and will require:
e Medical record documentation of continued disease improvement or lack of disease
progression AND
e Medical record documentation that the member is responding positively to therapy as
evidenced by a 3-point reduction in MG-ADL total score**;

The medication will no longer be covered if patient experiences toxicity or worsening of disease.
*Note: Class | Myasthenia gravis is indicated by any eye muscle weakness, possible ptosis (drooping
or falling of the upper eyelid) and no other evidence of muscle weakness elsewhere, Class Il to IV

include muscle weakness in areas of the body beyond the eye.

Note: Corticosteroids: betamethasone, dexamethasone, methylprednisolone, prednisone
Cholinesterase inhibitors: pyridostigmine, neostigmine

Immunosuppressants: azathioprine, mycophenolate, cyclosporine, Rituxan



Note: Dosing for MG is 900 mg 1V every 7 days for the first 4 weeks, followed by a single dose of
1,200 mg 7 days after the fourth dose, and then 1,200 mg every 2 weeks thereafter. Max dosage is
1,200 mgq per dose.

MG Activities of Daily Living (MG-ADL)**

Grade 0 1 2 3 Score
Talking Normal Intermittent slurring  Constant slurring. Difficult to
or nasal speech or nasal, but can be understand
understood speech
Chewing Normal ~ Fatigue with Fatigue with Gastric tube
solid food soft food
Swallowing Normal ~ Rare episode Frequent choking Gastric tube
of choking necessitating
changes in diet
Breathing Normal  Shortness of breath  Shortness of breath Ventilator
with exertion at rest dependence
Impairment of ability to  None ~ Extraeffort, butno  Rest periods needed ~ Cannot do one of
brush teeth or comb hair rest periods needed these functions
Impairment of ability to  None Mild, sometimes Moderate, Severe, requires
arise from a chair uses arms, always uses arms assistance
Double vision None Occurs, Daily, Constant
but not daily but not constant
Eyelid droop None Occurs, but Daily, but Constant
not daily not constant
Total score

4. Neuromyelitis Optica Spectrum Disorder (NMOSD) (SOLIRIS ONLY)

e Prescribed by or in consultation with a neurologist

e Medical record documentation that member is 18 years or older AND
Medical record documentation of diagnosis of Neuromyelitis Optica Spectrum Disorder
(NMOSD) AND

e Medical record documentation that member is anti-Aquaporin-4 (AQP4) antibody positive
AND

e Medical record documentation of failure on intolerance to, or contraindication to rituximab
or rituximab biosimilar AND

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

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.

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

XROMI (hydroxyurea)

Review: Xromi (hydroxyurea) solution is indicated to reduce the frequency of painful crises and the need
for blood transfusions in pediatric patients aged 6 months and older with sickle cell anemia who
experience recurrent moderate to severe painful crises.

Sickle Cell Disease (SCD) is a genetically inherited condition that causes defects in hemoglobin altering
their shape when deoxygenated. The “sickled” cells have a decreased life span, causing pain, anemia
and vaso-occlusion in small vessels due to their shape. Vaso-occlusion leads to many infarcts which
affect the spleen, heart and brain, leading to complications, including but not limited to. infections, acute
chest syndrome and stroke

Xromi (hydroxyurea) is supplied as an oral solution of 100mg/ml in a multiple dose bottle of 148 ml. Initial
dosing is 15 mg/kg orally once daily with a titration schedule of 5 mg/kg/day every 8—12 weeks to a
maximum tolerated dose or up to 35 mg/kg/day. Individualized MTD depends on laboratory data of blood



counts. CBC count with differential and reticulocyte count should be monitored every 2 weeks during
dose titration to a target level ANC (absolute neutrophil count) 1500-3000/microL, ARC (absolute
reticulocyte Count) 80-100000/microL and PLT (Platelet Counts) >150,000/microL. Criteria for toxicity is a
decrease in values of ANC, ARC and PLTs to <1500/microL and 80000/microL, respectively. Due to the
potential for blood dyscrasias there is a black box warning of myelosuppression and malignancies issued
for Xromi, hence the need for frequent monitoring which is required to balance effect and toxicity.
According to the American Society of Hematology, Hydroxyurea is first line therapy for treatment of SCD.
Its mechanism of action includes increasing the percentage of Fetal Hemoglobin (less likely to sickle and
increases red blood cell life), decreases WBC to aid in less inflammation, increases nitric oxide to
promote blood flow and decreases the adhesiveness of vascular endothelial cells to help aid in prevention
of vaso-occlusion. Patients begin treatment once they become symptomatic which can begin around 6
months of age but are empirically placed on therapy at 9 months of age regardless of symptoms.
Historically, hydroxyurea was administered as either extemporaneous oral compounding, crushing tablets
or opening capsules. Dosing is weight based, but due to the limited hydroxyurea formulations available,
dosing is not exact and is usually rounded to the nearest 2.5mg/kg.

Xromi provides a liquid formulation of hydroxyurea, making it particularly suitable for young children or
patients with difficulty swallowing tablets. It also allows for more exact weight-based dosing. It plays a key
role in preventing complications of sickle cell disease, such as vaso-occlusive crises and the need for
transfusions.

The bioequivalence studies were conducted to demonstrate that the liquid formulation delivers the same
systemic exposure as the already-approved capsule formulation of hydroxyurea. The efficacy of Xromi is
inferred from these studies, as it contains the same active ingredient in a pediatric-friendly formulation.

Common adverse reactions include but not limited to Neutropenia, thrombocytopenia, and rash.
A Black box warning for Myelosuppression and carcinogenicity are listed for Xromi. Serious reactions can
include hemolytic anemia, embryo-fetal toxicity, and vasculitis toxicities.

While taking Xromi, regular monitoring of CBCs, WBCs and PLTS are essential, especially during periods
of dose titration.

Geriatric Use: Not specifically studied in elderly populations; use with caution due to potential for
decreased renal function.

For renal Impairment, reduce dose by 50% in patients with creatinine clearance <60 mL/min.

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

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

Financial Discussion: Dr. Yarczower asked if hydroxyurea capsules can be opened up and sprinkled
onto something? Tyreese commented that this is how it is typically administered, usually by sprinkling on
something or compounding them. Dr. Yarczower stated there should be limited application for this
product and asked if we cover the capsules without prior authorization? Tyreese commented that we do
cover the capsules with no restriction. No additional comments or questions. The committee unanimously
voted to accept the recommendations as presented. None were opposed (33 approved, 0 rejected).

Outcome: Xromi (hydroxyurea) is a pharmacy benefit and is recommended NOT to be added to the
Commercial/Exchange/CHIP formularies and will require prior authorization. The following prior
authorization criteria will apply.

¢ Medical record documentation of patient age = 6 months of age and < 18 years; AND

e Medical record documentation of diagnosis of sickle cell disease AND

e Medical record documentation that Xromi is being prescribed by or in consultation with a



hematologist AND
o Ifthe patient is = 12 years of age,
o Medical documentation of intolerance to, or contraindication to, or therapeutic failure on a
minimum 3-month trial of generic hydroxyurea AND
o The patient’s medical history must indicate a history of difficulty swallowing (dysphagia),
or a medical condition that is characterized by difficulty or inability to swallow OR
o Dosing requirements cannot be met with a solid dosage form

GPI AUTHORIZATION LEVEL: GPI-12

AUTHORIZATION DURATION: Initial approvals will be for 12 months. Additional authorizations
will be for 12 months and will require:

e Medical record documentation of continued clinical benefit AND

¢ Medical documentation of continued age-appropriate use

FORMULARY ALTERNATIVES: hydroxyurea

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

ZUNVEYL (benzgalantamine)

Review: Zunveyl is a cholinesterase inhibitor indicated for the treatment of mild to moderate dementia of
the Alzheimer’s type in adults.

Benzgalantamine is a prodrug of galantamine. It is a centrally acting cholinesterase inhibitor (competitive
and reversible). It increases acetylcholine by slowing the degradation of acetylcholine.

It is thought that acetylcholine-producing neurons degenerate in the brains of patients with Alzheimer’s
Disease. The degree of cholinergic loss has been directly associated with the density of amyloid plaques
and degree of cognitive impairment. These are hallmark symptoms of Alzheimer’s disease.

Benzgalantamine utilizes a delayed-release technology that minimizes absorption in the stomach, which
lessens side effects that are associated with galantamine.

The recommended starting dosage is 5 mg orally twice daily with or without food; increase to initial
maintenance dosage of 10 mg twice daily after a minimum of 4 weeks based on clinical response and
tolerability. Dosage may be increased to the maximum recommended dosage of 15 mg twice a day after
a minimum of 4 weeks at 10 mg twice daily.

Ensure adequate fluid intake during treatment. Swallow whole; do not split, crush or chew.
Zunveyl is supplied as delayed-release tablets: 5mg, 10mg, 15mg.

Alzheimer’s disease is a progressive neurodegenerative disorder that primarily affects memory, thinking,
and behavior. It is the most common cause of dementia, typically beginning with mild memory loss and
advancing to severe cognitive impairment and loss of independence. The disease is characterized by the
accumulation of amyloid-beta plaques and tau tangles in the brain, which disrupt communication between
neurons and eventually lead to cell death. Alzheimer Disease is commonly diagnosed using the Mini-
Mental State Examination (MMSE). The lower the score, the more severe dementia. As of 2025, over 7
million Americans are living with Alzheimer’s, and this number is expected to rise significantly in the
coming decades. There is no cure currently to this disease; it will inevitably progress in all patients.

Current treatments for Alzheimer’s focus on two main areas: symptom management and disease



modification. For symptom management, medications like donepezil, rivastigmine, and memantine are
commonly used to temporarily improve or stabilize cognitive symptoms. However, these do not alter the
course of the disease.

In terms of disease-modifying therapies, recent years have seen significant progress. Monoclonal
antibodies such as lecanemab (Legembi) and donanemab (Kisunla) have been approved by the FDA.

These drugs target amyloid-beta plaques in the brain and have shown promise in slowing cognitive
decline in early-stage Alzheimer’s patients. Additionally, new drugs like semaglutide and buntanetap are
in late-stage clinical trials, aiming to further slow disease progression.

Zunveyl was approved based on 3 bioequivalence studies in heathy subjects. It compared galantamine
immediate-release tablets and galantamine extended-release tablets to Zunveyl (benzgalantamine). The
results of these studies confirmed bioequivalence. Zunveyl delivers the same amount of active
galantamine into the bloodstream as the IR and ER formulations.

The effectiveness of benzgalantamine was based on 5 pivotal randomized, double blind, placebo-
controlled trials that support the effectiveness of galantamine. There were no new studies of
benzgalantamine; it was approved via the 505(b)(2) pathway, relying on existing efficacy data for
galantamine, since benzgalantamine is its prodrug. 4 studies used the IR tablet, and 1 study used the ER
capsule. Doses ranged from 8 to 32mg/ day, titrated from 8mg and upward. Outcomes were measures
using the ADAS-cog (Alzheimer’s Disease Assessment Scale — Cognitive Subscale) which measures
cognitive function, including member, attention, language, etc. Scores ranged from 0 to 70 (70 being the
worst). The results showed that galantamine slowed cognitive decline compared to placebo. Placebo
groups declined about 4.5 points/year, whereas the galantamine groups showed less decline. Another
assessment was the CIBIC-plus (Clinician’s Interview Based Impression of Change with caregiver input).
This tool assesses overall clinical change (cognition, behavior, and daily function). It is graded on a 7-
point scale. 1 = markedly improved, 4 = no change, 7 = markedly worse. Galantamine-treated patients
showed better global clinical outcomes than placebo.

Beyond pharmaceuticals, researchers are exploring vaccine trials, stem cell therapies, and non-invasive
brain stimulation devices. There is also growing interest in early detection through blood biomarker tests,
which could enable earlier intervention and better outcomes.

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 requested that this review is sent to Dr. Finney, the head of the
Aging Brain Clinic at Geisinger. Jill will send to Dr. Finney following the presentation. No additional
comments or questions. The committee unanimously voted to accept the recommendations as presented.
None were opposed (30 approved, 0 rejected).

Financial Discussion: Dr. Shepherd comments that other than better Gl tolerability he does not see an
advantage of this product over Aricept, galantamine, rivastigmine, etc. Jill agreed and added that there
were no additional studies with the approval of Zunveyl. No additional comments or questions. The
committee unanimously voted to accept the recommendations as presented. None were opposed (32
approved, 0 rejected).

Outcome: Zunveyl 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 a diagnosis of mild to moderate dementia of Alzheimer’s type
AND
e Medical record documentation of therapeutic failure, intolerance to, or contraindication to three (3)
formulary alternatives

QUANTITY LIMIT: 2 tablet per day



RPH SIGNOFF REQUIRED: no

MEDISPAN AUTHORIZATION LEVEL: GPI-12
Additional evidence of the criteria used to make this decision can be found in the drug review presented
to the committee.

JOURNAVX (suzetrigine)

Review: Journavx is a sodium channel blocker indicated for the treatment of moderate to severe acute
pain in adults. Journavx is a first-in-class non-opioid pain medication, the first new class of pain
medications approved in over 20 years. It works by selective blocking of Nay1.8 voltage-gated sodium
channel. Nay1.8 is expressed in peripheral sensory neurons where it transmits pain signals. By inhibiting
Nav1.8 channels, Journavx and its major active metabolite, M6-SUZ, inhibit transmission of pain signals
to the spinal cord and brain.

The recommended starting dosage of Journavx is 100 mg once on an empty stomach at least 1 hour
before or 2 hours after food. Starting 12 hours after the initial dose, the recommended dose is Journavx
50 mg orally every 12 hours with or without food. Food and drink containing grapefruit should be avoided
during treatment with Journavx. Journavx should be used for the shortest duration and use of Journavx
for treatment of moderate to severe acute pain beyond 14 days has not been studied. Dosage
adjustments are needed for patients with moderate hepatic impairment to a starting dose of 100 mg, then
12 hours later 50 mg every 12 hours for doses 2, 3, and 4, then 12 hours after dose 4 the recommended
dose is 50 mg every 24 hours.

The efficacy of Journavx was evaluated in two clinical trials: Trial 1 evaluated the efficacy in 1118 adult
patients with moderate to severe acute pain following a full abdominoplasty procedure and Trial 2
evaluated the efficacy in 1073 adult patients with moderate to severe acute pain following a
bunionectomy. Patients were eligible for study participation if they had moderate to severe pain on the
verbal categorical rating system (VRS) and a pain score of =2 4 on the NPRS, within 4 hours of the
abdominoplasty completion (Trial 1) or during the 9-hour period after discontinuation of regional
anesthesia following bunionectomy (Trial 2). Once eligible, patients were randomized to receive oral
Journavx, placebo, or hydrocodone bitartrate/acetaminophen (5 mg/325 mg every 6 hours) for a duration
of 48 hours. In both trials, rescue medication was permitted with 400 mg of ibuprofen every 6 hours.

In trial 1, efficacy was evaluated by the time-weighted sum of pain intensity difference from 0 to 48 hours
(SPID48). Treatment with Journavx demonstrated a statistically significant superior reduction in pain
compared to placebo (Table 6).

Table 6. SPID48 Results in Adults with Moderate to Severe Acute Pain Following Full
Abdominoplasty (Trial 1)’

Effi Mea JOURNAVX Placebo HB/APAP®
feacy Yeastre N =447 N=1223 N =448

LS mean * 118.4 70.1 111.8

LS Mean Difference vs placebo (95% CI) 48.4 (33.6,63.1) } i}

P value <0.0001

LS Mean Difference vs HB/APAP (95% CI) 6.6 (-5.4, 18.7) - -

LS: Least Squares; CI: Confidence Interval

2 A larger value of LS mean indicates better efficacy measured by SPID48.

®HB/APAP = hydrocodone bitartrate/acetaminophen

Similar to trial 1, trial 2 evaluated by the time-weighted sum of pain intensity difference from 0 to 48 hours
(SPID48) compared to placebo and then to hydrocodone/acetaminophen. Treatment with Journavx
demonstrated a statistically significant superior reduction in pain compared to placebo (Table 7).



Table 7. SPID48 Results in Adults with Moderate to Severe Acute Pain Following Bunionectomy
(Trial 2)"

Efficacy Measure JOURNAVX Placebo HB/APAP®
N=426 N=216 N =431
LS mean * 99.9 70.6 120.1
LS Mean Difference vs placebo (95% CI) 29.3 (14.0, 44.6)
P value 0.0002 i i
LS Mean Difference vs HB/APAP (95% CI) -20.2
(-32.7,-7.7) ) )
LS: Least Squares; CI: Confidence Interval
A larger value of LS mean indicates better efficacy measured by SPID48.
"HB/APAP = hydrocodone bitartrate/acetaminophen

Warnings for Journavx include increased risk of adverse reactions with concomitant use of strong or
moderate CYP3A inhibitors which may increase exposure of Journavx and M6-SUZ. Journavx induces
CYP3A and may present a risk for patients with sensitive CYP3A substrates or CYP3A substrates where
minimal changes in concentration may lead to loss of efficacy. Journavx may also interact with certain
hormonal contraceptives containing progestins other than levonorgestrel and norethindrone. Patients
should use additional nonhormonal contraceptives during Journavx treatment and for 28 days after
discontinuation. There is also a warning for risk of adverse reactions in patients with moderate to severe
hepatic impairment which may increase systemic exposures of Journavx and M6-SUZ compared to those
with normal hepatic function.

During clinical trials, the most common adverse reactions were pruritis, muscle spasms, increased
creatine phosphokinase, and rash.

The safety and efficacy of Journavx has not been established in pediatric patients. Of the total 1130
patients with moderate to severe acute pain who received Journavx, 71 patients (6.3%) were 65 years
and older. Clinical trials did not include sufficient numbers to determine if older patients respond
differently from younger patients. Based on pharmacokinetic analysis in patients age 18 to 75 years, age
does not have a clinically relevant impact on Journavx exposure.

Journavx has not been studied in patients with severe hepatic impairment (Child-Pugh Class C) and
should be avoided in those patients. The recommended dosage of Journavx is lower in patients with
moderate hepatic impairment (Child-Pugh Class B) and the same as those with normal hepatic function
for those with mild hepatic impairment (Child-Pugh Class A).

Journavx has not been studied in patients with renal impairment of eGFR < 15 mL/min and should be
avoided in these patients. No dosage adjustments are needed for patients with eGFR > 15 mL/min.

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

Clinical Discussion: Bret asked if the medication is addictive, or has drug interactions with
benzodiazepines. Kim said nothing was noted (not controlled substance). No comments or questions.
The committee unanimously voted to accept the recommendations as presented. None were opposed (31
approved, 0 rejected).

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

Outcome: Journavx 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 greater than or equal to 18 years AND



Medical record documentation of moderate to severe acute pain AND
Medical record documentation that Journavx will not be used in combination with opioid products
AND

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

AUTHORIZATION DURATION: 14 days
GPI LEVEL: GPI-12

QUANTITY LIMIT: 30 tablets per 90 days
RPH SIGNOFF REQUIRED: No

FORMULARY ALTERNATIVES:
NSAIDs: celecoxib, choline magnesium salicylate, diclofenac, diclofenac extended release,
diflunisal, etodolac, etodolac extended release, fenoprofen, flurbiprofen, ibuprofen, indomethacin,
indomethacin sustained-release, ketoprofen, ketorolac®, meclofenamate, meloxicam,
nabumetone, naproxen, naproxen sodium, naproxen ec, oxaprozin, piroxicam, salsalate,
sulindac, tolmetin

Short-acting opioids: acetaminophen/codeine, butorphanol nasal spray*, codeine solution,
codeine tablets, hydrocodone/acetaminophen, hydrocodone/ibuprofen, hydromorphone liquid,
hydromorphone tablet, levorphanol*, meperidine, morphine solution, morphine tablet, oxycodone
acetaminophen solution, oxycodone/acetaminophen tablet, oxycodone/aspirin,
oxycodone/ibuprofen, oxycodone capsule, oxycodone tablet, oxycodone solution, oxymorphone,
pentazocine/naloxone®, Roxicodone, tramadol, tramadol/acetaminophen

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

NIKTIMVO (axatilimab)

Review: Niktimvo is a colony stimulating factor-1 receptor (CSF-1R)-blocking antibody indicated for the
treatment of chronic graft-versus-host disease (cGVHD) after failure of at least two prior lines of systemic
therapy in adult and pediatric patients weighing at least 40 kg. The recommended dose, for patients
weighing at least 40kg, of Niktimvo is 0.3 mg per kg given intravenously over 30 minutes, with a maximum
dose of 35mg, every 2 weeks until disease progression or unacceptable toxicity. Niktimvo is supplied in a
carton containing one single dose vial of medication at 50mg/mL (NDC 50881-012-10).

Graft-versus-host disease (GVHD) can be categorized as acute (aGVHD) or chronic (cGVHD) and is
dependent on criteria from the National Institutes of Health (NIH). cGVHD can be diagnosed without a
previous diagnosis of aGVHD, and appears to be the case 39% of the time according to a review by
Herzog et al. Common symptoms of cGVHD include skin reactions, dry oral mucosa, gastrointestinal
ulcerations, and bronchiolar obstruction. cGVHD occurs about 40% of the time following an allogenic
hematopoietic stem cell transplant (aHSCT), affecting approximately 14,000-17,000 people in the United
States. Non-relapse mortality rates were 22% after 5 years and 40% after 12 years (95% Cl 30%-50%)
according to the cGVHD Consortium.

The goal of treatment is to eliminate disease activity, limit adverse events, and enable withdrawal of
therapy without recurrence. Treatment is usually required for 3-5 years, however some patients may
require lifelong therapy. The characterization of severity of cGVHD are listed above in Table 1. Treatment
for mild disease is typically topical/local therapy directly to the site, for moderate disease a steroid with or
without a topical therapy, and for severe disease a steroid with an additional immunosuppressive agent.
Of all patients being treated for cGVHD, 40% to 60% do not respond to initial steroid therapy and require



escalation. Table 4 above summarizes Niktimvo with other agents for cGVHD including Jakafi, Imbruvica,
and Rezurock. In addition to the listed agents, several uncontrolled studies have evaluated rituximab in
refractory cGVHD, with rituximab for prophylaxis also being evaluated. Furthermore, the American
Society for Transplantation and Cellular Therapy (ASTCT) recommends rituximab as a reasonable
second-line therapy for cGVHD. Niktimvo is a first-in-class agent to target CSF-1R, which is a cell
surface protein that controls the survival and function of monocytes and macrophages.

Niktimvo was evaluated in a randomized, open-label, multicenter study called AGAVE-201
(NCT04710576) which included adult and pediatric patients with recurrent or refractory cGVHD who had
at least 2 previous lines of systemic therapy. Inclusion criteria was significant for (note: not a
comprehensive list) platelet count = 50%1079/L, absolute neutrophil count = 1x10"9 /L, ALT and AST <
2.5xULN (= 5xULN if liver cGVHD was present), total bilirubin < 1.5%XULN, creatinine clearance = 30
mL/minute, and 2 years of age or older (to note: overlap syndrome patients were included). Exclusion
criteria was significant for (note: not a comprehensive list) uncontrolled infections, acute GVHD without
manifestations of cGVHD, and relapse of the underlying cancer or lymphoproliferative disease.
Demographics and baseline characteristics are summarized in Table 6 below.

Niktimvo was given as 0.3 mg/kg intravenously every 2 weeks until disease progression, lack of efficacy
by 9 months (if partial response not achieved), or unacceptable toxicity. New systemic cGVHD therapy
was not permitted in the study, however if a patient was stable on therapy at least 2 weeks prior to the
study, then they were permitted to continue on it. Medications allowed to be continued included systemic
glucocorticoids, calcineurin inhibitors, or mTOR inhibitors (sirolimus or everolimus). The efficacy of
Niktimvo was based on overall response rate (ORR) through cycle 7, Day 1. The overall response
included complete response and partial response according to the 2014 NIH Consensus Development
Project on Response Criteria. Results are summarized in Table 7 below. The median time to first
response was 1.5 months (range: 0.9-5.1 months). The median duration of response, calculated from first
response to progression, death, or new systemic therapies, was 1.9 months (95% CI: 1.6, 3.5 months). In
patients who did achieve a response, no death or no new systemic therapy initiation occurred in 60%
(95% CI: 43%, 74%) of these patients for at least 12 months since response. ORR results showed at
least a 7-point decrease in the modified Lee Symptom Scale score through Cycle 7 Day 1 in 56% of
patients (95% Cl: 44%, 67%).

Table 6. Demographics and Baseline Characteristics of Patients With cGVHD

NIKTIMVO
0.3 mg/kg every 2 weeks
N=T79)

Median age, years (range) 50(7.76)

Age = 65 years, n (%) 21(27)
Male, n (%) 46 (58)
Race, n (%)

White 67 (85)

Asian 4(5)

Black 2(3)

Other 1(1)

Not reported 5(6)
Median (range) time (months) from ¢cGVHD diagnosis 47 (4.211)
=4 Organs involved, n (%) 45(57)
Median (range) number of prior lines of therapy 4(2,12)
Number of prior lines of therapy, n (%)

2 11(14)

3 14 (18)

4 17(22)

=5 37 (47)
Prior cGVHD treatment with ibrutinib, n (%) 27(34)
Prior cGVHD treatment with ruxolitinib, n (%) 57(72)
Prior cGVHD treatment with belumosudil, n (%) 16 (20)
Refractory to last therapy, n (%) 37(47)
Severe cGVHD, n (%) 63 (R0)
Median (range) Global Severity Rating T(2.10)
Median (range) modified Lee Symptom Scale Score at baseline 24 (4,55)
Median (range) corticosteroid dose at baseline (PE/kg)* 0.21(0.04, 2.12)

= Prednisone equivalents/kilogram/day.



Table 7. Efficacy Results From AGAVE-201

NIKTIMVO
0.3 mg/kg every 2 weeks
Endpoint (N=T9)
Overall response rate, n (%) 59 (75%)
95% CI 64, B4
Complete response, n (%) 0 (0%)
Partial response, n (%) 59 (75%)

Cl = confidence interval.

There are no black box warnings or contraindications for Niktimvo. Warnings and precautions include
infusion related reactions and embryo-fetal toxicity. The most common adverse reactions (>15%) included
increased AST and ALT, decreased phosphate, decreased hemoglobin, increased gamma glutamyl
transferase (GGT), musculoskeletal pain, increased lipase, fatigue, increased amylase, increased
calcium, increased CPK, increased ALP, infection (pathogen unspecified), viral and bacterial infection,
nausea, headache, diarrhea, cough, pyrexia, and dyspnea. Serious adverse reactions occurred in 44% of
patients receiving Niktimvo and included infection (pathogen unspecified), viral infection, and respiratory
failure. Permanent discontinuation of Niktimvo due to an adverse reaction occurred in 10% of patients.
Pediatric patients weighing at least 40kg and aged 6 to 17 years were included in the clinical trials. The
safety and effectiveness of Niktimvo in pediatric patients weighing less than 40kg has not been
established. Based on findings of thickening of the growth plate and metaphysis and/or degeneration of
the growth plate in the femur in animals, it is recommended to monitor bone growth and development in
pediatric patients. No overall differences in the safety or effectiveness of Niktimvo were observed
between patients 65 years of age and older compared to 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 (33 approved, 0 rejected).

Financial Discussion: Kim Clark asked given that it is non-preferred over other available alternatives if a
recommendation of non-formulary would be more appropriate? Austin said it is a potential target for white
bagging in the future but for the time being it makes sense to move to non-formulary. No additional
comments or questions. The committee unanimously voted to accept the recommendations as presented.
None were opposed (31 approved, 0 rejected).

Outcome: Niktimvo is a medical benefit and will require prior authorization. Niktimvo will be added to the
medical benefit cost share list. Niktimvo is recommended to not be added to the
commercial/exchange/CHIP pharmacy formularies. The following additional prior authorization criteria will
apply:
e Medical record documentation that Niktimvo is prescribed by a hematologist, oncologist, or
transplant specialist AND
e Medical record documentation of chronic graft-versus-host disease (cGVHD) AND
e Medical record documentation that the patient weighs greater than or equal to 40kg AND
e Medical record documentation of a prescribed dose and administration that is consistent with
FDA-approved package labeling, nationally recognized compendia, or peer-reviewed medical
literature AND
e Medical record documentation that Niktimvo will not be used in combination with any of the
following: ruxolitinib (Jakafi), ibrutinib (Imbruvica), belumosudil (Rezurock), rituximab AND
e Medical record documentation of therapeutic failure on, contraindication to, or intolerance to one
(1) preferred oral glucocorticoid AND
e Medical record documentation of contraindication to, intolerance to, or therapeutic failure on three
(3) of the following: ruxolitinib (Jakafi), ibrutinib (Imbruvica), belumosudil (Rezurock), rituximab



MEDISPAN AUTHORIZATION LEVEL: GPI-12

QUANTITY LIMIT: Maximum of 35mg per dose, given once every 2 weeks. Note: Vials supplied as
either 22mg/0.44mL or 9mg/0.18mL, so a maximum of two 22mg vials OR four 9mg vials per 14
days.

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 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.

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.



CLASS REVIEWS

IUD CLASS REVIEW

Review:
Agents for Contraception
Brand Name | Generic | Generic Available? | Manufacturer
IUD
Mirena 8 years levonorgestrel 52 mg No Bayer
Skyla 3 years levonorgestrel 13 mg No Bayer
Liletta 8 years levonorgestrel 52 mg No AbbVie/Medicines 360
Kyleena 5 years levonorgestrel 19.5mg | No Bayer
Paragard T 380A 10 copper 309 mg No Cooper Surgical
years

The American College of Obstetricians and Gynecologists: Long-Acting Reversible Contraception
Implants and Intrauterine Devices'
Are intrauterine devices and implants appropriate for nulliparous women and adolescents?
- Intrauterine devices should be offered routinely as safe and effective options for contraception in
both nulliparous women as well as adolescents
- Complications including pelvic inflammatory disease, intolerance of adverse effects, and
pain/difficulty with insertion limit willingness to recommend IUDs to this patient population, but
growing evidence suggests complications are uncommon in all users
How many years can intrauterine devices and contraceptive implants protect against pregnancy?
- No pregnancies reported among parous women who used the copper IUD for longer than 12
years (FDA Package Insert approved for 10 years)
When should an intrauterine device or implant be removed in a menopausal woman?
- No compelling evidence exists for removal of an IUD before the expiration date in menopausal
women
- No clinical trials have examined risks from prolonged IUD retention in asymptomatic menopausal
women
- Atleast 1 year of amenorrhea in women using copper IUD is advisable before removing device

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 (25 approved, 0 rejected).

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

Outcome:
Medication Current Formulary Status Recommendations
Mirena On Formulary, $0 ACA Preventative
Skyla On Formulary, $0 ACA Preventative
Liletta On Formulary, $0 ACA Preventative | No changes recommended.

Kyleena On Formulary, $0 ACA Preventative
Paragard On Formulary, $0 ACA Preventative

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



CHEMOTHERAPY INDUCED NAUSEA AND VOMITING

Review: Medical benefit only

Agents for Chemotherapy Induced Nausea and Vomiting

Brand Name Generic Generic Manufacturer
Available?

5-HT3 Receptor Antagonists (5-HT3 RA)

Aloxi* | Palonosetron | Yes | Helsinn

Substance P-Neurokinin 1 Receptor Antagonists (NK1 RA)

Emend Fosaprepitant Yes Merck

Focinvez Fosaprepitant No Spes

Cinvanti Aprepitant Yes Heron

NK1/5-HT3 Receptor Antagonists

Akynzeo | Fosnetupitant/Palonosetron | No | Helsinn

Chemotherapy induced nausea and vomiting (CINV)
*  Acute emesis’
o Occurs within the first 24 hours of chemotherapy
o Typically begins within 1 to 2 hours, peaking around 4 to 6 hours
* Delayed emesis'?
o Occurs more than 24 hours after chemotherapy
o Common with chemotherapy regimens that include high-dose cisplatin, carboplatin,
cyclophosphamide, anthracyclines, and oxaplatin
o Peaks around 48 to 72 hours after therapy
°  Anticipatory emesis’
o Anticipatory response in patients that have experienced significant CINV during previous
chemotherapy treatments
o Can be anxiety induced
*  Pathophysiology3#5
o Central pattern generator (CPG), located in the medulla, is a collection of receptors and
effector nuclei
= Coordinates the emetic reflex
= Coordinates the efferent respiratory, gastrointestinal, and autonomic response
associated with nausea and vomiting
°  Nucleus tractus solitarius and area postrema
Considered the “chemotherapy trigger zone”
o Neurotransmitters involved in CINV include Dopaminez, 5-HT3, and Substance P
= Neurotransmitter receptors in the small intestine are activated by chemotherapy
= Stimuli is transmitted to the brainstem via afferent fibers, causing efferent signals
to be sent out through the vagus nerve. This induces vomiting
=  Acute emesis is associated with the peripheral pathway, mediated by 5-HT and
5-HT3 receptors in the intestinal tract
= Delayed emesis is associated with Substance P and NK1 receptors via the
central pathway
= Medications used to prevent CINV antagonize these receptors

Pharmacology/Place in Therapy:
National Comprehensive Cancer Network Antiemesis Guidelines 202456
e Antiemetic regimens are chosen based on emetic risk of chemotherapy regimen
o High emetic risk regimens have a >90% frequency of emesis
o Moderate emetic risk regimens have a 30 — 90% frequency of emesis
o Low emetic risk regimens have a 10 — 30% frequency of emesis
o Minimal emetic risk regimens have <10% frequency of emesis




e For high emetic risk regimens, combination therapy is recommended the day before
chemotherapy treatment (day 1) to prevent acute emesis and on days 2 through 4 to prevent
delayed emesis

e For moderate risk regimens, combination therapy is recommended the day before
chemotherapy treatment (day 1) to prevent acute emesis. Days 2 through 3 are
recommended as monotherapy to prevent delayed emesis.

e For low-risk regimens, monotherapy is recommended and should be taken before
chemotherapy treatment. Medications can be repeated daily for multiday chemotherapy
regimens

e For minimal risk regimens, no routine prophylaxis is recommended

e For low and minimal risk regimens, breakthrough treatment for chemotherapy induced
nausea and vomiting can be used

e Consider escalating to a 4-drug regimen if emesis occurred during an anticancer cycle with a
3-drug regimen. Olanzapine containing regimens are effective for patients with severe nausea

e For breakthrough treatment, it is recommended for one agent from each of the following
classes be added to current prophylactic regimen

o Atypical antipsychotic
= Olanzapine PO (preferred, category 1)
o Benzodiazepine

= Lorazepam PO, SL, or IV

Cannabinoid

= Dronabinol capsules or solution

Haloperidol PO or IV

Metoclopramide PO or IV

Scopolamine transdermal patch every 72 hours

Phenothiazine

= Prochlorperazine suppository

=  Promethazine suppository

o 5-HT3RA
= Dolasetron PO
= Granisetron PO
= Ondansetron PO or IV
o Corticosteroid
= Dexamethasone PO or IV daily

e If nausea and vomiting are controlled, continue scheduled break through medications.

e If nausea and vomiting are not controlled, consider dose adjustments and/or sequentially
adding one agent from a different drug class
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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 (30 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (29 approved, 0 rejected).

Outcome:

[ Commercial (Traditional)/ Exchange (Marketplace)/ CHIP (Kids) |
Medication Current Policy Recommendations
Palonosetron | No prior authorization required No changes recommended.
IV (Aloxi)

Fosaprepitant | No prior authorization required No changes recommended.
IV (Emend)
Focinvez No prior authorization required No changes recommended.




Cinvanti Medical Policy MBP 191 No changes recommended.
e Medical record documentation that Cinvanti is being
used for the prevention of acute and delayed nausea
and vomiting associated with initial and repeat
courses of highly emetogenic cancer chemotherapy
OR
e Medical record documentation that Cinvanti is being
used for the prevention of acute and delayed nausea
and vomiting associated with initial and repeat
courses of moderately emetogenic cancer
chemotherapy for insured individuals who have a
treatment failure or contraindication to ondansetron
(Zofran) or granisetron (Kytril). Treatment failure is
defined as allergy, intolerable side-effects, significant
drug-drug interaction, or lack of efficacy.
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.
Akynzeo Medical Policy MBP 192 No changes recommended.

e Medical record documentation that Akynzeo is being
used for the prevention of acute and delayed nausea
and vomiting associated with initial and repeat
courses of highly emetogenic cancer chemotherapy
AND

e Medical record documentation of a treatment failure or
contraindication to at least one NK-1 antagonist (e.g.
fosaprepitant (Emend), aprepitant (Cinvanti), etc.).
Treatment failure is defined as allergy, intolerable
side-effects, significant drug-drug interactions, or lack
of efficacy.

OR

e Medical record documentation that Akynzeo is being
used for the prevention of acute and delayed nausea
and vomiting associated with initial and repeat
courses of moderately emetogenic cancer
chemotherapy AND

e Medical record documentation of a treatment failure or
contraindication to palonosetron (Aloxi) AND either
ondansetron (Zofran) or granisetron (Kytril). Treatment
failure is defined as allergy, intolerable side effects,
significant drug-drug interactions, or lack of efficacy

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.

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




UPDATES

REBYOTA (fecal microbiota, live-jsim) Update

Background: As of January 31, 2025, Merck has discontinued production of Zinplava. Zinplava was used
to reduce recurrence of C. difficile infection (CDI) in adults and pediatric patients = 1 year of age who were
receiving antibacterial drug treatment of CDI and are at a high risk for CDI recurrence. For Commercial,
Exchange, CHIP, and Medicaid lines of business for Rebyota, members are required to step through
Zinplava to qualify for Rebyota. This step is due to cost. Since Zinplava is no longer available, the criteria
point requiring a step through Zinplava in MBP 280.0 Rebyota should be removed. This change does not
apply to Medicare as the Zinplava step is not required.

Recommendation: The criteria point for MBP 280.0 Rebyota requiring a step through Zinplava will be
removed for Commercial, Exchange, and CHIP lines of business.

Discussion: No comments or questions (26 approved, 0 rejected).

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed.

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

TERIPARATIDE QUANTITY LIMIT UPDATES

Background: There was a change in Alvogen’s teriparatide injection labeling from 620 mcg/2.48 mL (250
mcg/mL) to 560 mcg/2.24 mL (250 mcg/mL). Due to this, the commercial/exchange/CHIP quantity limits
should be updated. The existing quantity limit is 2.48 mL per 28 days.

Recommendation: Update the quantity limit to 2.24 mL per 28 days.

Discussion: No comments or questions (30 approved, O rejected).

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed.

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

MEDICAL BENEFIT POLICY UPDATES

Anjeso
Recommendation: It is recommended to retire the medical benefit policy for Anjeso MBP 261.0 Anjeso
(meloxicam injection). Anjeso was withdrawn from the market on 10/5/2023.

Ameluz

Background: During DHS review of the Ameluz policy, it was suggested to update the quantity limit for
Ameluz to align with an update made to the dosing section of the prescribing information. The prescribing
information currently allows for a dose of 6 grams per application.

Recommendation: It is recommended to update the quantity limit for the medical benefit policy for
Ameluz MBP 149.0 Ameluz (aminolevulinic acid).



MBP 149.0 Ameluz (aminolevulinic acid)
QUANTITY LIMIT: 6 2 grams per application (3 4 tubes = 6 2 grams)

Discussion: No comments or questions (28 approved, 0 rejected).

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed.

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

Meeting adjourned at 2:40 pm.
The next bi-monthly scheduled meeting will be held on September 9th, 2025, at 1:0 pm.

Meeting will be held virtually via phone/Microsoft Teams.



