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Call to Order:
Dr. Bret Yarczower called the meeting to order at 1:02 p.m., Tuesday, May 13, 2025.

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



DRUG REVIEWS

HERCESSI (trastuzumab-strf)

Review:
Hercessi, trastuzumab-strfm is the 6th FDA approved Herceptin biosimilar. It is indicated in adults for
adjuvant treatment of HER2 overexpressing node positive or node negative (ER/PR negative or with one
high risk feature breast cancer:

e as part of a treatment regimen consisting of doxorubicin, cyclophosphamide, and either paclitaxel

or docetaxel
e as part of a treatment regimen with docetaxel and carboplatin
e as a single agent following multi-modality anthracycline based therapy.

It is also indicated for metastatic breast cancer:
e In combination with paclitaxel for first-line treatment of HER2-overexpressing metastatic breast
cancer
e As asingle agent for treatment of HER2-overexpressing breast cancer in patients who have
received one or more chemotherapy regimens for metastatic disease.

Hercessi also has indications in adults, in combination with cisplatin and capecitabine or 5-fluorouracil, for
the treatment of patients with HER2-overexpressing metastatic gastric or gastroesophageal junction
adenocarcinoma who have not received prior treatment for metastatic disease.

The recommended dosage of Hercessi is the same as Herceptin and other biosimilars. It is administered
as an intravenous infusion at a dosage of 4 mg/kg to 8 mg/kg depending on the regimen and disease
state.

The safety and efficacy of Hercessi is supported by a comparative analytical assessment and a
pharmacokinetic similarity study comparing Hercessi to Herceptin as well as a comparative clinical study
in the metastatic breast cancer setting. The results of these evaluations demonstrated no clinically
meaningful differences between Hercessi and Herceptin in terms of pharmacokinetics, efficacy, safety,
and immunogenicity.

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 (30 approved, 0 rejected).

Outcome: Hercessi is a medical benefit and will be covered without a prior authorization. Hercessi should
be added to the Medical Benefit cost share list. When processed at a specialty pharmacy, it will process
on the specialty tier or Brand NP tier. The following updates are recommended for Medical Benefit Policy
294.0 for Trastuzumab (Herceptin) and Biosimilars:

For commercial, exchange, CHIP, and Medicaid lines of business, Hercessi (trastuzumab-strf), Herzuma
(trastuzumab-pkrb), Kanjinti (trastuzumab-anns), Ogivri (trastuzumab-dkst), Ontruzant (trastuzumab-dttb),
and Trazimera (trastuzumab-qyyp) do not require prior authorization. Herceptin (trastuzumab) will be
considered medically necessary when ALL of the following criteria are met:

e Medical record documentation of a therapeutic failure of, intolerance to, or contraindication to all
of the following: trastuzumab-anns (Kanjinti), trastuzumab-dkst (Ogivri), trastuzumab-dttb
(Ontruzant), trastuzumab-qyyp (Trazimera), Hercessi (trastuzumab-strf), and trastuzumab-pkrb
(Herzuma)



AUTHORIZATION DURATION:
For adjuvant treatment:
Authorization will be for one (1) 12-month approval. Authorization of Herceptin for adjuvant treatment
should not exceed the FDA-approved treatment duration of 1 year (12 months). For requests exceeding
the above limit, medical record documentation of the following is required:
e Peer-reviewed literature citing well-designed clinical trials to indicate that the member’s
healthcare outcome will be improved by dosing beyond the FDA-approved treatment duration

For all other indications:
Authorization will be open-ended

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

ROMVIMZA (vimseltinib)

Review:

Romvimza is indicated for treatment of adult patients with symptomatic tenosynovial giant cell tumor
(TGCT) for which surgical resection will potentially cause worsening functional limitation or severe
morbidity. Romvimza is a kinase inhibitor which inhibits colony-stimulating factor 1 receptor (CSF1R). In
vitro, it inhibited CSF1R autophosphorylation, signaling induced by CSF1 ligand binding, and proliferation
of cells expressing CSF1R. Turalio, another kinase inhibitor, is the only other medication approved for
adult patients with TGCT. Romvimza has some advantage over Turalio in the dosing (twice weekly vs.
daily) and safety (Turalio has a black box warning for hepatotoxicity).

The recommended dosage of Romvimza is 30 mg orally twice weekly, with a minimum of 72 hours
between doses. In the event of adverse reactions, the dosage of Romvimza can be decreased to 20 mg
twice weekly, then further to 14 mg twice weekly, then permanently discontinued in patients unable to
tolerate 14 mg twice weekly. Romvimza is supplied as 14 mg, 20 mg, and 30 mg capsules in blister packs
of 8 capsules (4 week supply).

The safety and efficacy of Romvimza was evaluated in MOTION, a double-blind, randomized (2:1),
placebo-controlled study in 123 patients with TGCT for whom surgical resection may cause worsening
functional limitations or severe morbidity. The trial included patients with a confirmed TGCT diagnosis
with measurable disease per RECIST v1.1 with at least one lesion having a minimum size of 2 cm.
Patients were randomized to placebo (n=40) or Romvimza 30 mg (n=83) twice weekly for 24 weeks. At
week 25, patients who completed the double-blind, randomized part of the trial were eligible to advance to
an ongoing open-label extension study during which all patients received Romvimza.

The major efficacy outcome measure was overall response rate (ORR) as assessed by blinded
independent radiological review (IRR) per RECIST v1.1. at Week 25. Additional efficacy outcomes
measured at Week 25 included ORR as assessed using tumor volume score (TVS), mean change from
baseline in active range of motion of the affected joint at Week 25, change from baseline in the Patient-
Reported Outcomes Measurement Information System-Physical Function (PROMIS-PF) 15-item score,
and response of at least 30% improvement in the mean Brief Pain Inventory (BPI) Worst pain numeric
rating scale (NRS) score without a 30% or greater increase in narcotic analgesic use.

Patients treated with Romvimza demonstrated a statistically significant improvement in ORR compared to
placebo (Table 4).



Table 4. Efficacy Results Assessed at Week 25 for MOTION'

. ROMVIMZA Placebo
Efficacy Parameter N =83 N = 40
Overall Response Rate per RECIST v1.1 40% 0%
(95% CI) (29%, 51%) (0%, 9%)
Complete Response 5% 0%
Partial Response 35% 0%
p-value <0.0001
Duration of Response’
Median (Range in months)? NR (2.5+, 19.4+) N/A
DOR =6 months 28 (85%) -
DOR 29 months 19 (58%) | -
Active ROM?
Patients with data at baseline and Week 25 n 73 33
Baseline mean (SD) 63.0 (29.4) 62.9 (32.2)
Mean change from baseline* 18.4 (56,31.2) |3.8(-10.5, 18.0)
(95% CI)
Difference in LS means (95% CI) 14.6% (4.0, 25.3)
p-value 0.0077
PROMIS-PF (15-Item score; ranges from 0-100)°
Patients with data at baseline and Week 25, n 63 30
Baseline mean (SD) 39.0 (6.1) 38.5 (6.0)
Mean change from baseline*
(95% CI) 4.6 (2.7,6.5) 1.3 (-0.5, 3.0)
Difference in LS means (95% Cl) 3.3(1.4,5.2)
p-value 0.0007
BPI-30 Response®
Patients with data at baseline and Week 25, n 68 k1
Responders, n (%) 40 (48.2%) 9 (22.5%)
{95% CI) (37.1%, 59.4%) | (10.8%, 38.5%)
Difference in responder rate (95% CI)” 26.2% (9.5, 42.8)
p-value 0.0056

MNR=Mol reached; N/A=Mol applicable; AMA=American Medical Associalion; BPI=Brief Pain Inventory;
Cl=confidence interval; LS=least squares; MMEM=mixed model for repeated measures, n=number of patients
In the category, N=sample size; PROMI|S-PF=Patient-reported Oulcomes Measurement Information System-
Physical Function, ROM=range of motion; SD= Standard deviation.

1 DOR resulte are based on an additional & months of follow-up from the time of ORR analysis.

2The median DOR was estimated using the Kaplan-Meier method. “+” indicates that the patienl's response was
ongoing at last assessment as of the data cutoff date.

3 Active ROM was normalized to the AMA reference standard.

*Mean change from baseline was estimated from the MMRM for each comresponding endpoint. Baseline means
presented include all patients and not only the ones with data at baseline and Week 25,

5 Data for PROMIS-PF is largely based an lawer limb extremity assessment due to tumor location as deseribed
abowe. Higher scores of PROMIS-PF indicate better physical functioning.

SBPI response in Waorst Pain is defined as at least a 30% improvement in the mean BP1 Worst Pain NRS score
{0-10 NRS) without a 30% or greater increase in narcotic analgesic use at Week 25,

795% CI for the difference in response rates based on the stratified Mantel-Haenszel mathod.

ORR by TVS was 67% (95% CI: 56, 77) in patients randomized to Romvimza and 0% in patients
randomized to placebo; p-value <0.0001.

There are no black box warnings for Romvimza. Warnings for Romvimza include risk of serious or fatal
liver injury which has been reported with other kinase inhibitors. Other warnings include potential for
allergic reactions caused by FD&C Yellow No.5 and No.6, increases in creatinine without affecting renal
function, and risk of embryo-fetal toxicity. In clinical trials, serious adverse reactions occurred in 2.4% of
patients, including subcutaneous abscess and cellulitis. Permanent discontinuation due to an adverse
reaction occurred in 4.8% of patients. Dosage reductions and dose interruptions occurred in 39% and
40% of patients. The most common adverse reactions occurring in patients receiving Romvimza were
increased AST, periorbital edema, fatigue, rash, increased cholesterol, peripheral edema, face edema,
decreased neutrophils, decreased leukocytes, pruritic, and increased ALT.



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 (29 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: Romvimza is a pharmacy benefit and will be added to the Oral Oncology Brand NP tier ($0
Copay) of the Commercial, Marketplace, and GHP Kids. It will require prior authorization for new starts
only. The following prior authorization criteria should apply:
e Medical record documentation that Romvimza is prescribed by an oncologist AND
e Medical record documentation of age greater than or equal to 18 years AND
e Medical record documentation of a diagnosis of tenosynovial giant cell tumor that meets both
of the following criteria:
o associated with functional limitations or severe morbidity AND
o not amenable to improvement with surgery

MEDISPAN AUTHORIZATION LEVEL: GPI-12, number of claims authorized = 1, enter for one
month duration

QUANTITY LIMIT: 8 capsules per 28 day supply, 28 day supply per fill

REAUTHORIZATION CRITERIA: Romvimza is configured as a prior authorization for new starts
only. Romvimza 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

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

EMROSI (minocycline hydrochloride ER)

Review: Emrosi is a tetracycline-class drug indicated to treat inflammatory lesions (papules and pustules)
of rosacea in adults. This formulation of minocycline has not been evaluated in the treatment or
prevention of infections and should only be used as indicated. Emrosi is available as a 40 mg capsule; 10
mg immediate release and 30 mg extended-release beads that are taken by mouth once daily with or
without regard to food.

Rosacea is a long-term inflammatory skin condition that causes reddened skin and a rash, usually on the
nose and cheeks. Papulopustular rosacea is characterized as the presence of papules (small, red, solid
bumps) and pustules (pus-filled pimples) that can cause burning or stinging sensations. According to the
National Rosacea Society, over 16 million Americans are estimated to have rosacea. The subtype
papulopustular rosacea was reported in 29.6% of men and 34.6% of women who suffer from it.

The efficacy was determined by two identically designed, randomized, double-blind, active- and placebo-
controlled Phase 3 trials (MVOR-1 and MVOR-2), including 653 total participants being randomized 3:3:2
split between each group. The trial compared the impact of oral DFD-29 (Emrosi: minocycline HCI 40 mg
capsules), Oracea (doxycycline, 40 mg), and placebo in adults with moderate-to-severe rosacea
throughout March 2022 to March 2023. The trial duration was 16 weeks, with patient assessments at 2, 4,
8, 12, and 16 weeks assessing the proportion of participants with Investigator’'s Global Assessment (IGA)



treatment success and total inflammatory lesion count reductions. Of 653 participants enrolled, 323 were
randomized in MVOR-1 (247 [76.5%] women; mean [SD] age, 47.2 [13.7] years) and 330 were
randomized in MVOR-2 (249 [75.5%] women; mean [SD] age, 51.6 [14.0] years). DFD-29 demonstrated
superior efficacy in IGA success rates compared to placebo with (MVOR-1: 32.9%; 95% ClI, 19.6-46.2;
P<.001 and MVOR-2: 34.1%; 95% CIl, 21.3-46.8; P<.001) compared with doxycycline (MVOR-1: 18.0%;
95% CI, 5.0-31.1; P<.001 and MVOR-2: 28.3%; 95% ClI, 17.4-39.3; P<.001). DFD-29 also showed
superior efficacy in least-squares mean reductions in total inflammatory lesions versus placebo (MVOR-1:
-9.2; 95% CI, -11.5 to —6.9; P<.001 and MVOR-2: -6.8; 95% ClI, -8.9 to —4.8; P<.001) compared to
doxycycline (MVOR-1: -4.7; 95% Cl, -6.7 to —2.8; P<.001 and MVOR-2: -3.5; 95% ClI, -5.4 to —1.6;
P<.001)

In terms of safety, adverse effects with DFD-29 were reported in 32 of 121 (26.4%) of patients studied.
The most common adverse effect being nasopharyngitis. Emrosi should not be taken during the second
and third trimesters of pregnancy. Breastfeeding should not occur while on this medication and four days
after taking the final dose. Emrosi can cause hepatotoxicity and should be discontinued if liver injury is
suspected. Emrosi can also increase blood urea nitrogen (BUN); serum creatinine levels should be
monitored and discontinue Emrosi if necessary.

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 why a manufacturer would not participate in Medicare. Todd responded
that it is odd for an oral medication to not be participating with CMS. Most often we see IV products that
are not participating. It could be that they feel it may not be utilized in the Medicare population, or may
just come at a later date. No further 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 (30 approved, 0 rejected).

Outcome: Emorsi will be a pharmacy benefit and will not be added to the Commercial, Exchange, and
CHIP formularies. The following prior authorization criteria will apply:
e Medical record documentation that patient is 18 years of age or older AND
e Medical record documentation of a diagnosis of rosacea with inflammatory lesions (papules
and pustules) AND
e Medical record documentation of contraindications to, intolerance to, or therapeutic failure on
3 (three) generic formulary alternatives; one of which must be an oral tetracycline derivative

FORMULARY ALTERNATIVES:

Oral tetracycline derivatives: doxycycline monohydrate (capsules), doxycycline hyclate
(capsules), minocycline (capsules), and tetracycline (capsules)

Topical alternatives: metronidazole 0.75% cream/gel, ivermectin 1% cream, azelaic acid 15%

gel

RPH SIGNOFF REQUIRED: No

GPI LEVEL: GPI-12

AUTHORIZATION DURATION: open-ended
QUANTITY LIMIT: 1 capsule per day

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



ALYFTREK (deutivacaftor/tezacaftor/vanzacaftor)

Review: Alyftrek is a cystic fibrosis transmembrane conductance regulator (CFTR) corrector and
potentiator that is FDA indicated for the treatment of cystic fibrosis (CF) in patients 6 years of age and
older who have at least one F508del mutation or another responsive mutation in the CFTR gene. If the
patient’s genotype is unknown, an FDA- cleared CF mutation test should be used to confirm the presence
of at least one indicated mutation.

Alyftrek is available as a fixed-dose combination tablet that contains vanzacaftor, tezacaftor and
deutivacaftor. Two strengths are available: Alyftrek 4mg/20mg/50mg and Alyftrek 10mg/50mg/125mg.
Prior to initiating Alyftrek, it is recommended to obtain liver function tests (ALT, AST, alkaline
phosphatase, and bilirubin) for all patients. LFTs should be performed every month during the first 6
months of treatment, then every 3 months for the next 12 months, then at least annually thereafter. More
frequent monitoring is recommended for those with a history of liver disease, elevated LFTs at baseline,
or a history of elevated LFTs with drugs containing elexacaftor, tezacaftor, and/or ivacaftor.

Alyftrek is to be administered orally with fat-containing food once daily around the same time each day.
Examples of meals or snacks that contain fat are those prepared with butter or oils or those containing
eggs, peanut butter, cheeses, nuts, whole milk, or meats. It should be swallowed whole, and should not
be cut, crushed, or chewed. To note, dosing for those 6 years to less than 12 years of age is based on
weight. Dosing recommendations are as follows:

Table 1: Recommended Dosage of ALYFTREK in Adult and Pediatric Patients Aged 6 Years and Older
Age Weight Once Daily Oral Dosage

Three tablets of vanzacaftor 4 mg/tezacaftor 20 mg/deutivacaftor 50 mg (total dose
of vanzacaftor 12 mg/tezacaftor 60 mg/ deutivacaftor 150 mg)

fto less | Less than 40 kg

::: slozl d Greater than or | Two tablets of vanzacafior 10 mg/tezacaftor 50 mg/deutivacafior 125 mg (total dose
equal to 40 kg | of vanzacaftor 20 mg/tezacaftor 100 mg/ deutivacafior 250 mg)

12 years Anv weieht Two tablets of vanzacaftor 10 mg/tezacaftor 50 mg/deutivacaftor 125 mg (total dose

and older Y welg of vanzacaftor 20 mg/tezacaftor 100 mg/ deutivacaftor 250 mg)

When a patient is taking a strong or moderate CYP3A inhibitors, dosing should be modified as follows:

Table 2: Dosage Modification for Concomitant Use of ALYFTREK with Strong or Moderate CYP3A
Inhibitors in Adult and Pediatric Patients Aged 6 Years and Older

Age Weight Moderate CYP3A Inhibitors Strong CYP3A Inhibitors
Two t.ablets of vanzacafior . Two tablets of vanzacaftor 4 mg/tezacaftor
4 mg/tezacaftor 20 mg/deutivacafior . )
Less 20 mg/deutivacaftor 50 mg once a week
& to less 50 mg every other day (total dose of
than 40 kg ) . (total dose of vanzacaftor 8§ mg/tezacaftor
than 12 vanzacaftor 8 mg/tezacafior 40 deuti fror 100
years 40 mg/deutivacafior 100 mg) mg/deutivacattor mg)
old Greater than | One tablet of vanzacaftor .
) . One tablet of vanzacaftor 10 mg/tezacafior
or equal 10 mg/tezacaftor 50 mg/deutivacafior 50 deuti fior 125 K
to 40 kg 125 mg every other day meg/deutivacattor Mg onee 4 wee
12 years . One tablet of vanzacafm_r L One tablet of vanzacaftor 10 mg/tezacafior
and Any weight | 10 mg/tezacattor 50 mg/deutivacafior ;
- 50 mg/deutivacaftor 125 mg once a week
older 125 mg every other day

For all patients with cystic fibrosis, treatment with a CFTR modulator is recommended to be started as
soon as they are eligible based by age and genotype. All people should undergo CFTR genotyping to
determine if they carry a mutation that is responsive to CFTR modulator therapy. For those with eligible
genotypes and 6 years old and older, triple combination therapy (VTD/Alyftrek — vanzacaftor/
tezacaftor/deutivacaftor and ETI/Trikafta — elexacaftor/tezacaftor/ivacaftor) is recommended, rather than
dual therapy or monotherapy. If a child is not eligible for triple therapy due to age, it is recommended to
advance to that therapy as soon as the minimum age requirement is met. VTD was approved in



December of 2024. It is approved for a wide range of CFTR mutations, including F508del, all mutations
approved for ETI therapy, plus 30 additional, rare mutations not approved for ETI. [All mutations are
included in the chart at the end of the review]. VTD and ETI both contain tezacaftor, however they differ in
that in VTD, the CFTR corrector, vanzacaftor replaces elexacaftor, and the CFTR potentiator,
deutivacaftor replaces ivacaftor. Since VTD/Alyftrek has deutivacaftor, the hydrogen atoms on the
designated atom are replaced by deuterium, which slows its metabolism by CYP3A relative to ivacaftor.
This allows Alyftrek (VTD) to be dosed once daily when compared to the alternative triple therapy,
ETI/Trikafta. VTD/Alyftrek also has slight advantage in that it has shown greater reduction in sweat
chloride, which may suggest greater correction of the CFTR channel function. Otherwise, VTD/Alyftrek
and ETI/Trikafta appear to have similar clinical effects. With that said, ETI/Trikafta has more data
available and is less expensive, which may result in higher usage of ETI/Trikafta for the foreseeable
future if the genotype result allows for the choice of the 2 triple therapy options.

Alyftrek does not have contraindications. Adverse reactions will be discussed in the clinical trial review.
Warning and precautions of Alyftrek include:

e Drug-induced liver injury/failure. Elevated transaminases were observed with Alyftrek-treated
patients. Cases of serious and potentially fatal drug-induced liver injury and failure were reported
for those with and without a history of liver disease who were taking fixed-dose combination drug
of ETI, which contains similar ingredients as Alyftrek. Alyftrek treatment should be interrupted in
the event of signs and symptoms of liver injury which may include significant elevations in LFTs
(ALT or AST >5xULN, or ALT or AST > 3x ULN with bilirubin >2x ULN) or clinical signs like
jaundice, right upper quadrant pain, nausea, vomiting, altered mental status, ascites etc. A
referral should be made to a hepatologist until abnormalities are resolved. Treatment may be
resumed if issues are resolved and benefits outweigh the risk, often with the input of the
hepatologist.

e Hypersensitivity reaction/anaphylaxis. Caution is advised with reported hypersensitivity reactions
to ETI containing drugs, as they are the same/similar active ingredients to Alyftrek. Alyftrek
should be discontinued at the onset of a serious hypersensitivity reaction. Resuming therapy may
be considered depending on reaction type and severity, along with benefits being weighed
against the risks.

e Those who discontinued/interrupted ETI-drug containing drugs (ie Trikafta) due to adverse
events. No safety data exists for patients who previously discontinued or interrupted treatment
with drugs containing ETI/Trikafta. Risk versus benefit must be weighed, as similar responses
may be seen with ETl/Trikafta and VTD/Alyftrek.

e Reduced effectiveness when used with CYP3A inducers. Strong and moderate CYP3A inducers
have shown to decrease effectiveness of VTD/Alyftrek. Use together is not recommended.

e Increased adverse reaction risk when used with CYP3A inhibitors. Strong and moderate CYP3A
inhibitors have shown increased VTD/Alyftrek exposure, which increases the risk of adverse
effects. Dose of Alyftrek should be reduced when used concomitantly with strong or moderate
CYP3A inhibitors.

e Cataracts. Non-congenital opacities have been reported in pediatric patients who were treated
with drugs containing ivacaftor. While other risk factors were present (such as steroid use or
exposure to radiation in some cases, possible attribution to ivacaftor being the cause cannot be
excluded. Baseline and follow-up ophthalmological exams are recommended for the pediatric
population using Alyftrek.

Some considerations should be had for certain populations. For pregnant women, there is no available
data to evaluate Alyftrek specifically on the drug-associated risk of major birth defects, miscarriage, or
other adverse maternal or fetal outcomes. Separate animal reproductive and developmental studies were
conducted with vanzacaftor, tezacaftor and ivacaftor (which is a deuterated isotopologue of
deutivacaftor). No adverse developmental effects were observed after oral administration of vanzacaftor,
tezacaftor, or ivacaftor to pregnant rates from the period of organogenesis through lactation at doses that
produced maternal exposures approximately 18 times, 1 time, and 8 times the exposures at the MRHD,
respectively. The estimated background risk of major birth defects and miscarriage is unknown. For
lactating mothers, there is no data on the presence of vanzacaftor, tezacaftor, or deutivacaftor or their
metabolites in human milk, the effect on the breastfed infant, or the effects on milk production.



Vanzacaftor, tezacaftor and ivacaftor (deutivacaftor was not evaluated) was present in the milk of
lactating female rats. Clinical need of drug and need to breastfeed should be evaluated in weighing the
pros and cons in this population. Generally, use is not advised. For the pediatric population, use of
Alyftrek was studied and accepted for those 6 years of age and older with the approved FDA indication.
Safety and efficacy for those less than 6 years of age has not been established. For the geriatric
population, the clinical studies did not include enough of those 65 years and older to determine a
difference in response or safety. No renal adjustments are needed for those with an altered kidney status.
Hepatic considerations were discussed earlier.

Trials 4 and 5 were two, 52-week, randomized, double-blind, active-controlled trials studied the efficacy of
Alyftrek in 971 patients with CF aged 12 years and older who have at least one F508del mutation or
another responsive mutation in the CFTR gene. The trials compared Alyftrek to a fixed-dose combination
ETI. Those with an intolerance to ETI were excluded from these trials. Trial 4 enrolled patients with CF
heterozygous for F508del and CFTR mutation that results in a protein that was not responsive to ivacaftor
or tezacaftor/ivacaftor combination. 398 patients received ETI 200/100/150mg in the morning and
ivacaftor 150mg in the evening during that 4-week run in period and then were randomized to receive
Alyftrek 20/100/250mg daily or same regimen as run in period. After the run-in period, the mean ppFEV1
at baseline was 67.1% (range: 28.0, 108.6) and the mean sweat chloride at baseline was53.9 mmol/L
(range 10.0mmol/L, 113.5mmol/L). Trial 5 enrolled patients with CF who had one of the following
genotypes: homozygous for the F508del mutation, heterozygous for F508del mutation and either a gating
or residual function mutation, or at least one mutation responsive to ETI with no F508del mutation. 573
patients received ETI 200/100/150mg in the morning and ivacaftor 150mg in the evening during that 4-
week run in period and then were randomized to receive Alyftrek 20/100/250mg daily or same regimen as
run in period. After the run-in period, the mean ppFEV1 at baseline was 66.8% (range: 36.4, 112.5) and
the mean sweat chloride at baseline was 42.8 mmol/L (range 10.0mmol/L, 113.3mmol/L).

The primary endpoints in both trials evaluated non-inferiority in mean absolute change in ppFEV1 from
baseline and a key secondary endpoint evaluated the mean absolute change from baseline in sweat
chloride through week 24. Additional secondary endpoints assessed were pulmonary exacerbation rate
and change in Cystic Fibrosis Questionnaire-Revised respiratory domain (CFQ-R RD) score from
baseline. In Trial 4, Alyftrek treatment resulted in an LS mean difference of 0.2% (95% CIL -0.7, 1.1) in
absolute change in ppFEV1 from baseline through week 24 as compared to ETI; In Trial 5, Alyftrek
treatment resulted in an LS mean difference of 0.2% (95% CIL -0.5, 0.9) in absolute change in ppFEV1
from baseline through week 24 as compared to ETI. The LS mean difference in absolute change in
ppFEV1 from baseline through week 24 were greater than -3.0%, resulting in non-inferiority of Alyftrek to
ETI in both trials. To note, the trials were not designed to demonstrate a difference between groups or to
support non-inferiority of other secondary endpoints. The secondary endpoints were similar between
treatment groups but were not tested for statistical significance as they were not in the pre-specified
multiple testing procedure. The endpoints are summarized in Table 9.

Table 9: Efficacy Results in Patients Aged 12 Years and Older with CF Who Had at Least One F508del
Mutation or Responsive Mutation in the CFTR Gene (Trials 1 and 2)
Trial 1 Trial 2
Analysis” Statistic ALYFTREK ELX/TEZ/IVA | ALYFTREK ELX/TEZ/TVA
N=1% N=1202 N=184 N=289
Primary Endpoint
Absolute change n 187 193 268 276
from baseline in
ppFEV, through LS mean (SE) 0.5 (0.3) 0.3 (0.3) 0.2(0.3) 0.0(0.2)
Week 24 :
(percentage ;.550/?5?:1 difference, 0.2 (-0.7, 1.1) 0.2 (-0.5,0.9)
points)
Key Secondary Endpoint
Absolute change | n 185 [ 194 270 [ 276
from baseline in LS mean (SE}) -1.5 (0.8) | 0.9 (0.8) -5.1 (0.7) | -2.3(0.7)
SwCl through LS mean difference,
Week 24 95% CI -84 (-10.5, -6.3) -2.8 (4.7, -0.9)
(mmol/L) P-value (2-sided) < 0.0001 0.0034
ppFEV . percent predicted Forced Expiratory Volume in 1 second; Cl: Confidence Interval; SE: Standard Ermor; SwiCl: sweat chlonde
MNote: Analyses were based on the full analysis set (FAS). FAS was defined as all mndomized subjects who carry the intended CFTR allele mutation and
received at least | dose of study drug.
© A 4-weck ELX/TEZIVA nin-in-period was performed to establish an on-treatment baseline.
¥ The pre-specified non-inferiority margin was -3.0 percentage points.




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

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

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

Outcome: Alyftrek is a pharmacy benefit and is recommended to be added to the Commercial,
Exchange,and CHIP formularies on the brand preferred tier requiring a prior authorization. It is
recommended that Alyftrek be added to the existing Trikafta policy 606.0. The following prior
authorization criteria will apply:

e Medical record documentation of age greater than or equal to 2 years if request is for Trikafta @R
* AND
[ ]

Medical record documentation of a diagnosis of cystic fibrosis AND
Medical record documentation that the medication is prescribed by, or in consultation with, a
pulmonologist or physician who specializes in the treatment of cystic fibrosis AND
e Medical record documentation of one of the following, as detected by a Food and Drug
Administration (FDA) cleared cystic fibrosis mutation test:
o Medical record documentation that the patient has at least one F508del mutation in the
cystic fibrosis transmembrane conductance regulator (CFTR) OR
o Medical record documentation that the patient has a mutation in the cystic fibrosis
transmembrane conductance regulator (CFTR) gene that is responsive based on in vitro
data per product labeling.

NOTE: Please reference the appropriate CFTR mutation tables provided in policy that are responsive
to Trikafta GEIANMIER. Responsive mutations approved per FDA are different for each drug.

AUTHORIZATION DURATION: 4 months initial, 12 months reauthorization

REAUTHORIZATION CRITERIA: Additional authorizations will require medical record documentation
of improvement or stabilization in the signs and symptoms of cystic fibrosis. The medication will no
longer be covered if the member experiences worsening of disease.

QUANTITY LIMIT:
o Vanzacaftor 4mg/tezacaftor 20mg/deutivacaftor 50mg: 90 Tablets per 30 days, 28-day supply
per fill
e Vanzacaftor 10mg/tezacaftor 50mg/deutivacaftor 125mg: 60 Tablets per 30 days. 28-day
supply per fill

CFTR Gene Mutations Responsive to Alyftrek Table

Based on Clinical Data

A455E G551D L1077P R352Q S549N V754M

D1152H G85E L206W R75Q S549R W1098C

F508del H1054D M1101K S1159F S945L W1282R

G1244E 1336K R1066H S1251N V5621 Y563N

Based on in vitro Data

1507 1515del9 E116Q G424S 1556V P140S R334L T10531
2183A->G E193K G463V 1601F P205S R334Q 710861
3141del9 E292K G480C 1618T P499A R347H T1246]
3195del6 E403D G480S 1807M P5L R347L T12991
3199del6 E474K G551A 1980K P574H R347pP T338I
546insCTA E56K G551S K1060T P67L R352W 7351/
A1006E E588V G576A K162E P750L R516G 7604/
A1067P E60K G576A;R668C K464E P99L R516S V1153E
A1067T E822K G622D L1011S Q1100P R553Q V1240G




A107G E92K G628R L102R Q1291R R555G V1293G
A120T F1016S GI1R L1065P Q1313K R560S V201M
A234D F1052V G970D L1324P Q237E R560T V232D
A309D F1074L G970S L1335P Q237H R668C V392G
A349V F1099L H1085P L137P Q359R R709Q V456A
A46D F1107L H1085R L1480P Q372H R74Q V456F
A554E F191V H1375P L15P Q452P R74W V520F
A559T F2001 H139R L165S Q493R R74W;D1270N V603F
A559v F311del H199R L320V Q552P R74W;V201M W361R
A561E F311L H199Y L333F Q98R R74W;V201M;D12 Y1014C
70N

A613T F508C H609R L333H R1048G R75L Y1032C
A62P F508C;S1251N H620P L346P R1066C R751L Y109N
A72D F575Y H620Q L441P R1066L R792G Y161D
C491R F5871 H939R L453S R1066M R933G Y161S
D110E G1047R H939R;H949L L619S R1070Q 51045Y Y301C
D110H G1061R 110277 L967S R1070W S108F Y569C
D1270N G1069R 1105N L997F R1162L S1118F Y913C
D1445N G1123R 11139V M1101R R117C S1159P
D192G G1247R 11234Vdel6aa M1137V R117C;G576A;R668 | S1235R

C
D443Y G1249R 1125T M150K R117G S1255P
D443Y;G576A;R668 | G126D 11269N M152v R117H S13F
C
D513G G1349D 1331N M265R R117L 5341P
D565G G149R 11366N M952] R117P S$364P
D579G G178E 113988 M952T R1283M S492F
D614G G178R 1148N N1088D R1283S 55491
D836Y G194R 1148T N1303I R170H S589N
D924N G194V 1175V N1303K R258G S737F
D979V G27E 15027 N186K R297Q 59121
D993Y G27R 1506L N187K R31C S977F
E116K G314E 1506T N418S R31L T1036N
Based on Extrapolation
1341G->A 2789+2insA 3041-15T->G 3849+10kbC->T 3850-3T->G 5T;7G13 711+3A->G
1898+3A->G 2789+5G->A 3272-26A->G 3849+4A->G 4005+2T->C 621+3A->G E831X
2752-26A->G 296+28A->G 3600G->A 3849+40A->G 5T;1TG12

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

to the committee.

GRAFAPEX (treosulfan)

Review: Grafapex is indicated for use in combination with fludarabine as a preparative regimen for
allogeneic hematopoietic stem cell transplantation (alloHSCT) in adult and pediatric patients 1 year of age
and older with acute myeloid leukemia (AML) and for use in combination with fludarabine as a preparative
regimen for allogeneic hematopoietic stem cell transplantation in adult and pediatric patients 1 year of
age and older with myelodysplastic syndrome (MDS). Treosulfan is an alkylating agent that has shown
hematopoietic stem cell depleting activity as well as immunosuppressive and antitumor activity in mouse
models of leukemia.

The recommended dosage of Grafapex is 10g/m2 by intravenous infusion given daily for three days
starting on Day -4 prior to transplantation in combination with fludarabine (Table 4).



Table 4. Dosage Regimen for GRAFAPEX-Based Allogeneic HSCT1

Treatment Day -6 | Day -5 | Day -4 Day-3 | Day-2 | Day-1 | Day 0
GRAFAPEX 10 g/m?/day intravenous X X X

infusion

Fludarabine 30 mg/m?/day intravenous X X X X X

infusion

Allogeneic hematopoietic stem cell infusion X

Patients should be premedicated with antiemetics prior to the first dose of Grafapex and they should be
continued on a fixed schedule through completion of treosulfan administration. Grafapex is supplied as 1
gram vial or 5 gram vial treosulfan in single dose vials for reconstitution.

The efficacy of Grafapex was evaluated in a randomized, active-controlled trial (MC-FludT.14/L Trial Il)
which compared Grafapex to busulfan in combination with fludarabine as a preparative regimen for
allogeneic transplant. The trial included 570 patients 18 to 70 years of age with acute myeloid leukemia
(AML) or myelodysplastic syndrome (MDS), Karnofsky performance status > 60%, and age = 50 years or
hematopoietic cell transplantation comorbidity index [HCT-CI] score > 2. Patients were excluded if the
creatinine clearance was < 60 mL/min, forced expiratory volume (FEV1) < 50% or on supplemental
oxygen, left ventricular ejection fraction (LVEF) < 40%, bilirubin > 3X ULN, or aminotransferases (ALT or
AST) > 5X ULN.

The patients were randomized to receive Grafapex 10 g/m? daily on day -4, -3 and -2 (n=280) or to
busulfan 0.8 mg/kg every 6 hours on day -4 and -3 (n=290) in combination with fludarabine 30 mg/m2
daily on day -6, -5, -4, -3 and -2, and hematopoietic stem cell transplantation on day 0. For the subset of
patients with unrelated donors, antithymocyte globulin was administered in 97% and 95% of patients on
each arm, respectively. Cyclosporine and methotrexate was used as graft-vs-host disease prophylaxis.

The efficacy population included 365 patients with AML and 205 patients with MDS: 536 patients received
peripheral blood stem cells, 15 patients received marrow stem cells, and 19 patients were not
transplanted.

Efficacy was established on the basis of overall survival (OS), defined as the time from randomization
until death from any cause. The hazard ratio (HR) for OS (stratified by donor type and risk group)
compared to busulfan was 0.67 (95% CI: 0.51, 0.90) in the randomized population, 0.73 (95% CI: 0.51,
1.06) in patients with AML, and 0.64 (95% ClI: 0.40, 1.02) in patients with MDS.

The safety profiles of Grafapex and busulfan were similar, with the frequency of treatment-emergent AEs
equally distributed between the study arms. The incidence of acute and chronic GVHD was similar in the
Grafapex and busulfan groups, with rates of overall acute GVHD and extensive chronic GVHD slightly
lower with Grafapex.

Warnings and precautions for Grafapex include myelosuppression with pancytopenia (desired therapeutic
effect), risk of seizures, increase in skin disorders (rash, dermatitis), injection site reactions and tissue
necrosis, secondary malignancies, increased morbidity and mortality at dosages higher than
recommended, and embryo-fetal toxicity.

In the MC-FludT.14/L Trial Il, fatal regimen-related adverse reactions occurred within 30 days of
transplantation in 1.9% of patients on the Grafapex arm. All fatalities were due to pulmonary adverse
reactions. The most common adverse reactions in Grafapex treated patients were musculoskeletal pain,
stomatitis, pyrexia, nausea, edema, infection, and vomiting. Selected Grade 3 or 4 nonhematological
laboratory abnormalities were increased GGT, increased bilirubin, increased ALT, increased AST, and
increased creatinine. All patients treated with Grafapex and fludarabine developed neutropenia, anemia,
and thrombocytopenia. One patient on the Grafapex arm had graft failure.



The safety and efficacy of Grafepex in pediatric patients 1 year of age and older with AML or MDS have
been established based on evidence from an adequate and well-controlled study in adults, with additional
pharmacokinetic and safety data in 111 pediatric patients, including 22 infants (1 month to < 2 years), 54
children (2 to < 12 years), and 35 adolescents (12 to < 17 years). The incidence of hepatic and
gastrointestinal adverse reactions was higher in pediatric patients than in adults.

Of the total number of Grafapex-treated patients with AML or MDS in Study MC-FludT.14/L Trial Il, 73
(27%) patients were aged 65 to 74 years and non were 75 years of age or older. No significant
differences in safety or effectiveness were observed between these subjects and younger subjects.

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

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

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

Outcome: Grafapex is a medical benefit for Commercial, Marketplace, and GHP Kids and will require a
prior authorization. The following prior authorization criteria will apply:
e Medical record documentation that Grafapex is being prescribed by a hematologist or oncologist
AND
e Medical record documentation of a diagnosis of acute myeloid leukemia (AML) or myelodysplastic
syndrome (MDS) AND
e Medical record documentation that Grafapex will be used in combination with fludarabine as a
preparative regimen for allogeneic hematopoietic stem cell transplantation AND
e Medical record documentation that member has not received a prior allogeneic hematopoietic
stem cell transplantation

AUTHORIZATION DURATION: one-time authorization
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.

GOMEKLI (mirdametinib)

Review: Gomekli is a kinase inhibitor indicated for the treatment of adult and pediatric patients 2 years of
age and older with neurofibromatosis type 1 (NF1) who have symptomatic plexiform neurofibromas (PN)
not amenable to complete resection. Gomekli is the first FDA-approved treatment for NF1-PN in adults.

Gomekli is an inhibitor of mitogen-activated protein kinase kinases 1 and 2 (MEK1/2). MEK1/2 proteins
are upstream regulators of the extracellular signal-related kinase (ERK) pathway. In vitro, Gomekli
inhibited kinase activity of MEK1 and MEK2 and phosphorylation of ERK. In a mouse model, oral dosing
of Gomekli inhibited ERK phosphorylation and reduced neurofibroma tumor volume and proliferation.

Gomekli will directly compete with Astra Zenica/Alexion’s Koselugo (selumetinib) for the treatment of
inoperable NF 1-associated PNs. Gomekli has a broader indication for the treatment of adults and
pediatric patients, whereas Koselugo is indicated only for the treatment of pediatric patients.

Neurofibromatosis type 1 (NF1) is an autosomal dominant genetic disorder caused by mutations in the
tumor suppressor gene located on chromosomes 17 and 22. It is widely recognized as one of the most
common autosomal dominant conditions. A retrospective review of all clinical trials conducted in NF1



estimated the minimum prevalence of NF1 ranges from 1 in 3,000 to 1 in 4,000 individuals, with an
incidence of approximately 1 in 2,500 births. However, prevalence estimates vary widely across different
studies, with some reports suggesting rates as high as 1 in 2,000. Approximately one-half of the cases
are familial (inherited). These discrepancies are likely due to differences in study populations, diagnostic
criteria, and case identification methods. NF1 may affect individuals of all ethnicities and geographic
regions, with no significant gender difference. Due to the highly variable clinical presentation, some
individuals may remain undiagnosed, further complicating prevalence estimates.

The diagnostic criteria developed by the National Institute of Health was last updated in 2021 and are
based upon specific clinical features of NF1. In an individual who does not have a parent with NF1, the
diagnosis is established if at least two of the following criteria are met:
e Six or more café-au-lait macules > 5 mm in diameter in prepubertal and > 15 mm in diameter in
post pubertal individuals. For each lesion, the longest diameter is used.
Two or more neurofibromas or any type OR one plexiform neurofibroma
Freckling in the axillary or inguinal region
Optic pathway glioma
Two or more Lisch nodules (iris hamartomas) OR two or more choroidal abnormalities
A distinctive bony lesion, such as sphenoid dysplasia, anterolateral bowing of the tibia, or long
bone pseudoarthrosis
e A heterozygous pathogenic NF1 variant with variant allele fraction of 50% in apparently normal
tissue
e A child of a parent with NF1 can be diagnosed if one or more of the above criteria are met.

Plexiform neurofiboromas (PN) are tumors involving the nerve sheaths that can grow anywhere in the
body, including the face, extremities, areas around the spine, and deep in the body where they may affect
organs. PN, which develops in 25-40% of individuals with NF1, are typically diagnosed and exhibit the
fastest growth in young children. It can be associated with substantial morbidity, including disfigurement,
pain, and loss of function. Cutaneous involvement tends to be diffuse, with no discernable nerve fibers,
although small plaques of cutaneous plexiform tumors may have palpable cords of thickened nerves.
Deeper PN tends to appear as thickened nerves and can grow into a complex mass consisting of a
network of enlarged nerves.

There are limited treatment options for symptomatic NF1-PN. Previously, surgery was the mainstay of
treatment, but it was associated with treatment regrowth and life-changing morbidity. Recently, Koselugo,
an oral mitogen-activated protein kinase kinases 1 and 2 (MEK1/2) inhibitor, was approved for the
treatment of symptomatic, inoperable NF1-PN in pediatric patients (from 2 to 17 years of age). MEK1/2
inhibitors have been shown to mediate antitumor effects in PN via inhibition of mitogen-activated protein
kinase (MAPK) signaling. While MEK inhibitors are considered a targeted approach, they do not require a
companion diagnostic test to confirm the presence of the MEK gene. Rather, these therapies broadly
inhibit the pathway for NF1-PN tumor growth.

The recommended dosage of Gomekli is 2 mg/m2 orally twice daily with or without food for the first 21
days of each 28-day cycle. The maximum dose is 4 mg twice daily. Continue treatment with Gomekli until
disease progression or unacceptable toxicity. The recommended dose of Gomekli is based on body
surface area (BSA)

Gomekli is manufactured as 1 mg and 2 mg oral capsules that must be swallowed whole (cannot open,
break, or chew the capsules) and 1 mg tablets for oral suspension that can be swallowed whole or can be
dispersed in drinking water and administered orally as a liquid.

The efficacy of Gomekli was evaluated in the ReNeu study (NCT03962543), a multicenter, single-arm
study in 114 patients = 2 years of age with symptomatic, inoperable neurofibromatosis type 1 (NF1)
associated with plexiform neurofibromas (PF) causing significant morbidity. An inoperable PN was
defined as a PN that cannot be completely surgically removed without risk for substantial morbidity due to
encasement of or close proximity to vital structures, invasiveness, or high vascularity of the PN. Patients



received Gomekli 2 mg/m2 orally twice daily for the first 21 days of each 28-day cycle until disease
progression or unacceptable toxicity.

The maijor efficacy outcome measure was confirmed overall response rate (ORR), defined as the
percentage of patients with complete response (disappearance of the target PN) or partial response
(=20% reduction in PN volume). Responses were assessed by blinded independent central review (BICR)
using volumetric magnetic resonance imaging (MRI) analysis per Response Evaluation in
Neurofibromatosis and Schwannomatosis (REINS) criteria modified to be confirmed at a subsequent
tumor assessment within 2 to 6 months during the 24-cycle treatment phase. A secondary efficacy
outcome measure was duration of response for patients who achieved a confirmed response.

The median onset of response was 7.8 months (range: 4 months to 19 months) for the adult cohort and
7.9 months (range: 4.1 months to 18.8 months) for the pediatric cohort.

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

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

Clinical Discussion: Bret asked if development of future NFs in someone established on the medication
would be equivalent to a therapeutic failure. It likely would. No further comments or questions. The
committee unanimously voted to accept the recommendations as presented. None were opposed (28
approved, 0 rejected).

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

Outcome: Gomekli will be a pharmacy benefit and will be added to the Commercial, Marketplace, and
GHP Kids pharmacy formulary. Gomekli will be added to the Oral Oncology Brand NP tier ($0 copay).
The following prior authorization criteria will apply:
e Medical record documentation of an age = 2 years AND
e Medical record documentation that Gomekli is being prescribed by an oncologist, neurologist, or
geneticist AND
e Medical record documentation of neurofibromatosis type 1 as defined by:
a. Atleast two (2) of the following from section (c), diagnostic criteria points (i) through (vii) if
the individual does NOT have a parent with neurofibromatosis type 1 (NF1) OR
b. Atleast one (1) of the following from section (c), diagnostic criteria points (i) through (vii)
if the individual DOES have a parent with neurofibromatosis type 1 (NF1)
c. Diagnostic Criteria Points:
i. Six (6) or more café-au-lait macules > 5 mm in diameter in prepubertal and > 15
mm in diameter in postpubertal individuals (longest diameter measure for each
lesion)
i. Two (2) or more neurofibromas OR one (1) plexiform neurofibroma (PN)
iii. Freckling in the axillary or inguinal region
iv. Optic pathway glioma
v.  Two (2) or more Lisch nodules (iris hamartomas) or two (2) or more choroidal
abnormalities

Vi. A distinctive bony lesion (example: sphenoid dysplasia), anterolateral bowing of
the tibia, or long bone pseudoarthritis
Vii. A heterozygous pathogenic NF1 variant with variant allele fraction of 50% in

apparently normal tissue
AND
e Medical record documentation that the individual has symptomatic plexiform neurofibromas (PN)
not amenable to complete resection*



*NOTE: In clinical trials, inoperable plexiform neurofibromas (PN) were defined as a PN that cannot
be completely surgically removed without risk for substantial morbidity due to encasement of or close
proximity to vital structures, invasiveness, or high vascularity of the PN.

REAUTHORIZATION CRITERIA: Initial approval will be for 6 months. Subsequent approvals will be
for an additional 6 months and will require medical record documentation of continued disease
improvement or lack of disease progression. The medication will no longer be covered if the member
experiences unacceptable toxicity or worsening of disease.

GPI LEVEL: GPI-10

QUANTITY LIMIT:
e 1 mg capsule and 1 mg soluble tablet: 168 capsules/tablets per 28 days
e 2 mg capsule: 84 capsules per 28 days

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.

KEBILIDI (eladocagene exuparvovec-tneq)

Review: Kebilidi is an adeno-associated virus (AAV) vector-based gene therapy indicated for the
treatment of adult and pediatric patients with aromatic L-amino acid decarboxylase (AADC) deficiency.
The indication was approved under accelerated approval based on change from baseline in gross motor
milestone achievement at 48 weeks post-treatment. Continued approval for the indication is contingent on
clinical benefit in a confirmatory clinical trial. The recommended dose of Kebilidi is summarized in Table 1.
Kebilidi is given as intraputaminal infusions as part of a single neurosurgical procedure. Kebilidi is
supplied in a single dose vial containing 2.8 x 1011 vg per 0.5 mL, with each vial containing 0.5mL of
extractable volume. Other important dosing information includes to confirm patient has AADC deficiency
due to biallelic mutations in the DDC gene, to administer Kebilidi in a medical center which specializes in
stereotactic neurosurgery, and to use the syringe within 6 hours of starting the thawing process.

Table 1. Recommended dose of Kebilidi

Total Recommended Dose 1.8x10" vg (0.32 mL)

Total number of infusions 4

Volume [dose) per infusion 0.08 mL (0.45x10" vg)

Location of infusions 2 in anterior putamen, 2 in posterior putamen
Infusion rate at each target point 0.003 mL/min

Dose duration for infusion at each target point | 27 minutes

Aromatic L-amino acid decarboxylase (AADC) deficiency (also known as dopa decarboxylase [DDC]
deficiency) is an ultra-rare autosomal recessive genetic disorder caused by defects in both copies of the
DDC gene. This results in deficiency of the AADC enzyme, which then causes disfunction in the
production of neurotransmitters vital to the nervous system development and function, including
serotonin, dopamine and norepinephrine. It is estimated to affect 1-3 per 100,000 newborns in the United
States (US) per IPD Analytics, while the National Organization of Rare Diseases (NORD) estimates 1-2
per 1,000,000 newborns in the US based on cerebrospinal fluid analysis and genetic testing. Fewer than
350 cases have been reported globally, and it may be more prevalent in patients of Asian origin,
particularly people from Taiwan, Japan, and China.

Symptoms appear within the first year of life, however median diagnosis is around 2.75 years. Symptoms
appear in many body systems and can include: slowed neurological development (inability to reach



milestones like sitting up, crawling, walking, talking at appropriate ages), autonomic dysfunction (improper
regulation of heart rate, body temperature, and gastrointestinal function), movement disorders (dystonia,
chorea, athetosis, failure to thrive), and others (sleep cycle dysregulation, intellectual disabilities, and
mental health problems).

The disease can range from mild to severe with about 5% of cases being mild, 15% being moderate, and
80% being severe. Mild patients are classified as being ambulatory while moderate patients are classified
as being non-ambulatory but not bedbound. Severe patients can possibly experience hypotonia and
oculogyric crises, which can include abnormal rotation of the eyeballs and gaze deviation, uncontrolled
movements of the head and neck, muscle spasms, agitation and irritability. A crisis can last several hours,
recurring every 2-5 days. Life expectancy is difficult to determine, with many affected children
unfortunately not living through childhood, but some with milder disease reaching adulthood. Symptoms
do not tend to worsen over time, however the condition of these patients deteriorate because of
complications and the difficulty to adapt and react to such complications.

Kebilidi is the first FDA-approved treatment for AADC deficiency, and no other agents are in late-stage
development for this disease. Up until this approval, there were no other treatments for AADC deficiency
and symptom control was the only other management strategy utilized. This includes supplements
(vitamin B6/pyridoxine), agents to mimic the dopamine response (dopamine receptor agonists), and
agents that inhibit the breakdown of neurotransmitters (monoamine oxidase inhibitors [MAOIs]). In
addition, physiotherapy, occupational therapy, and/or speech therapy can be used. This medication
previously received marketing authorization in Europe, Great Britian, and Israel under the brand name
Upstaza. PTC Therapeutics offers blood testing for elevated levels of 3-OMD in plasma at no charge to
the patient, and if elevated, AADC enzyme analysis and DDC gene sequencing are done to diagnose
AADC deficiency. PTC Therapeutics has also created the PTC Pinpoint Program, which uses a panel to
analyze the DDC gene and assess for AADC deficiency via whole blood. The program provides no-
charge genetic testing and counseling for patients in the United States and Canada.

Kebilidi was evaluated in an open-label, single arm study in 13 pediatric patients with genetically
confirmed, severe AADC deficiency. Severe disease was defined as having no motor milestone
achievement at baseline and no clinical response to standard of care therapies. Inclusion criteria was
significant for: achievement of skull maturity assessed with neuroimaging, persistent defects despite
standard medical therapy (dopamine agonists, monoamine oxidase inhibitor, pyridoxine or other forms of
vitamin B6), decreased AADC enzyme activity in plasma, unable to ambulate independently, and stable
dosage of all AADC medications for 3 months prior to baseline. Exclusion criteria was significant for: brain
structure abnormality, anti-AAV2 neutralizing antibody titer >1:1200, contraindication to imaging studies
(CT, PET, MRI), any treatment ever with a gene therapy, and pyridoxine 5-phosphate oxidase or BH4
deficiency. The median age was 2.8 years (1.3 to 10.8 years), 54% were female, 77% were Asian, 15%
were white, and one patient was “other” race. 12 of 13 patients had the severe phenotype defined as
having no motor milestone achievement at baseline and no clinical response to standard of care
therapies, and 1 patient had the ability to sit with assistance but lacked head control.

Patients received Kebilidi at a total dose of 1.8 x 1011 vg given as four intraputaminal infusions in a single
stereotactic procedure. Patients were compared to an untreated external natural history cohort of 43
pediatric patients with severe AADC deficiency who had at least one motor milestone assessment after 2
years of age. The primary efficacy endpoint was gross motor milestone achievement at Week 48,
assessed using the Peabody Developmental Motor Scale, Second Edition (PDMS-2). One patient
dropped out of the study prior to Week 48.

8 of the 12 patients achieved the primary efficacy outcome of a new gross motor milestone at Week 48.
Of the 8 patients, 3 achieved full head control, 2 achieved sitting without assistance, 2 achieved walking
backwards, and the “variant” phenotype patient achieved sitting unassisted. The patients who achieved
walking backwards were treated before the age of 2 years. The 4 patients unable to achieve the primary
outcome were treated between the ages of 2.8 and 10.8 years. In the untreated group, 0 of the 43
patients had a documented motor milestone achievement at the last assessment (median age 7.2 years
[range 2 to 19 years]).



There are no black box warnings for Kebilidi. Contraindications include patients who have not achieved
skull maturity assessed by neuroimaging, as skull maturity is needed for stereotactic neurosurgical
administration. Warnings and precautions include procedural complications including respiratory and
cardiac arrest reported within 24 hours of the procedure (2/13 patients), and potential risk for
cerebrospinal fluid (CSF) leak, intracranial bleeding, neuroinflammation, acute infarction, and infection.
Another warning and precaution is dyskinesia, reported within 3 months of administration, with 2 events
requiring hospitalization. The most common adverse events seen in the clinical trial included dyskinesia
(77%), pyrexia (38%), hypotension (31%), anemia (31%), salivary hypersecretion (23%), hypokalemia
(23%), hypophosphatemia (23%), insomnia (23%), hypomagnesemia (15%), and procedural
complications (15%). One other clinically significant adverse reaction was worsening in duration and
frequency of oculogyric crises during hospitalization following administration (n=1).

The safety and effectiveness of Kebilidi has been established in pediatric patients, as patients aged 16
months to 10 years were included in the study. Safety and effectiveness has not been established in
patients younger than 16 months. Kebilidi has not been studied in patients 65 years of age or older.

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

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

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

Outcome: Kebilidi is a medical benefit and will require prior authorization. Kebilidi will be added to the
medical benefit cost share list when processed on the medical benefit. The following prior authorization
criteria will apply:
e Medical record documentation of a diagnosis of aromatic L-amino acid decarboxylase (AADC)
deficiency, as confirmed by decreased AADC enzyme activity in the plasma AND
e Medical record documentation of an AADC deficiency due to biallelic mutations in the Dopa
Decarboxylase (DDC) gene AND
e Medical record documentation of persistent neurological defects* despite standard medical
therapy (e.g. dopamine agonists, monoamine oxidase inhibitor, pyridoxine, or other forms of
vitamin B6) AND
e Medical record documentation that member is unable to ambulate independently, with or without
assistive device AND
e Medical record documentation of age greater than or equal to 16 months AND
e Medical record documentation that the patient has anti-adeno-associated virus serotype 2 (anti-
AAV2) antibody titers <1:1200 AND
e Medical record documentation of achievement of skull maturity as assessed by neuroimaging
AND
¢ Medical record documentation of completion of, or a plan to complete, brain imaging specifically
for stereotactic planning and intraoperative navigation AND
e Medical record documentation that Kebilidi is prescribed by a neurologist, pediatric neurologist,
geneticist, or physician specializing in the treatment of inherited metabolic diseases AND
e Medical record documentation of a prescribed dose that is consistent with FDA-approved
package labeling, nationally recognized compendia, or peer-reviewed medical literature AND
e Medical record documentation that the patient has never received Kebilidi treatment in their
lifetime AND
e Medical record documentation that the member has not received any previous gene therapy for
any disease

*Per NORD, signs and symptoms of AADC deficiency include movement disorders (hypotonia,
oculogyric crises, hypokinesia, hypertonia, dystonia, athetosis, chorea, tremors) and/or autonomic



disorders (excessive sweating, hypersalivation, ptosis, nasal congestion, temperature instability,
hypotension, hypoglycemia, seizures, irritability, excessive crying, insomnia, hypersomnia,
hyporeflexia, hyperreflexia).

Note: The dosing of Kebilidi is a single total dose of 1.8 x 10'" vg (0.32 mL), given as four (4)
intraputaminal infusions at a dose of 0.45 x 10" vg (0.08 mL) per infusion.

AUTHORIZATION DURATION: One (1) time approval per lifetime (auth duration: 2 months).
Requests for authorizations exceeding these limits will require the following medical record
documentation of peer-reviewed literature citing well-designed clinical trials to indicate that the
member’s healthcare outcome will be improved by dosing beyond the FDA-approved treatment
duration.

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

ATTRUBY (acoramidis)

Review: Attruby is a transthyretin (TTR) stabilizer indicated for the treatment of cardiomyopathy of wild-
type or variant transthyretin-mediated amyloidosis (ATTR-CM) in adults to reduce cardiovascular death
and cardiovascular-related hospitalization. Attruby is available as a 356mg film-coated tablet, and the
recommended dosing is 712mg (2 tablets) orally twice daily with or without food. Attruby should be stored
in the original blister card to protect from moisture, should be swallowed whole, and should not be
crushed, cut or chewed.

Amyloidosis is a condition where proteins fold incorrectly in the body and form deposits outside cells.
These deposits, called amyloid fibrils, build up in tissues and organs and inhibit them from working
properly. Transthyretin (TTR)-mediated amyloidosis (ATTR) is one of many forms of systemic
amyloidosis, and results from the misfolding and deposition of TTR, a transport protein produced by the
liver. Amyloid fibrils caused by unstable TTR deposit into peripheral nerves and the heart, resulting in
thickening and stiffening of the heart. There are two different types of ATTR: hereditary (hRATTR) or
variant type is caused by a mutated TTR gene that is inherited, and wild-type (ATTRwt) occurs with a
normal (wtTTR) gene, usually linked to aging, and most often found in men over 65 years old. In ATTRwt,
TTR only deposits into the heart and patients only present cardiac symptoms. Cardiac symptoms can
include poor diastolic relaxation, often causing heart failure with preserved ejection fraction (HFpEF) and
resulting in edema, ascites, hepatomegaly, and elevated jugular pressures. In hATTR, patients mainly
present with a neuropathic phenotype and will have polyneuropathy (hRATTR-PN), cardiomyopathy
(hATTR-CM), or both. Regardless of the type, if a patient has cardiomyopathy of ATTR, it is called ATTR-
CM. Attruby is a selective TTR stabilizer and will bind to TTR at the thyroxine binding site and prevent the
protein from misfolding. This reduces the dissociation of the TTR tetramer into individual monomers and
thus reduces the formation of amyloid fibrils.

An estimated 5,800 to 58,000 patients are affected in the United States, and 400,000 people are affected
worldwide based on a recent claims analysis to estimate the 12-month prevalence of all ATTR-CM. The
prevalence of ATTR-CM is not well known because it is often underdiagnosed due to its nonspecific
symptoms which can be attributed to other causes, such as aging or other etiologies of heart failure. The
diagnosis process involves suspicion in the presence of certain findings, like unexplained left ventricular
wall thickening, ongoing slight increases in serum troponin levels, a family history of cardiomyopathy, and
others. It can be confirmed with a bone scintigraphy that is paired with light chain testing to rule out light
chain amyloidosis. If scintigraphy is unavailable, an endomyocardial biopsy can be performed but it is
invasive. After confirmation of diagnosis of ATTR-CM, genetic testing can be performed to distinguish
between wild type and hereditary type.

The efficacy of Attruby was evaluated in the randomized, double-blind, international, multicenter, placebo-
controlled Phase 3 ATTRibute-CM trial (NCT03860935) with 611 participants. All patients included in the



trial had a diagnosis of ATTR-CM, a history of heart failure (evidenced by at least one prior hospitalization
for heart failure or clinical evidence without hospitalization), had New York Heart Association (NYHA)
Class I-1ll symptoms due to ATTR cardiomyopathy, were on stable doses of cardiovascular medical
therapy, walked at least 150 meters in the 6-Minute Walk Distance Test (6MWD test) on 2 separate tests
that were within 15% of total distance walked prior to randomization, had a NT-proBNP level greater than
or equal to 300 pg/mL at screening, and had left ventricular wall thickness greater than or equal to 12
mm. Exclusion criteria for the trial included patients who had an acute myocardial infection, acute
coronary syndrome or coronary revascularization, or experienced stroke or transient ischemic attack
within 90 days prior to screening, patients who were likely to undergo heart transplantation within 1 year
of screening, a diagnosis of primary (light chain) amyloidosis, a NT-proBNP level greater than or equal to
8,500 pg/mL at screening, current treatment with drugs/investigational agents for the treatment of ATTR-
CM, and an eGFR less than 15mL/min/1.73m2. The study lasted 30 months and 409 patients received
Attruby, while 202 patients received placebo. Patients being treated with Attruby were administered
712mg orally twice daily.

The primary composite endpoint included all-cause mortality (ACM) and cumulative frequency of
cardiovascular-related hospitalizations (CVH) over 30 months, analyzed using the stratified Finkelstein-
Schoenfeld (F-S) test. The F-S test showed a statistically significant decrease in ACM and the total
number of CVH for patients treated with Attruby compared to patients receiving placebo. ACM was seen
in 19% of Attruby-treated patients versus 26% of placebo-treated patients. CVHs were seen in 27% of
Attruby-treated patients versus 43% of placebo-treated patients. A Cox regression analysis showed that
Attruby significantly reduced the risk of mortality or CVH by 35.5%. A Kaplan-Meier plot of time to first
event of ACM or CVH is shown in Figure 1.

Figure 1. Time to First ACM or CVH Over Month 30, mITT Population
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The secondary endpoint measured the treatment effect of Attruby on functional capacity and quality of
life, which was assessed by the 6MWD Test and the Kansas City Cardiomyopathy Questionnaire-Overall
Summary score (KCCQ-OS). At month 30 of the trial, patients treated with Attruby walked 40 meters
more in the 6MWD test and improved their KCCQ-OS score by 10 points compared to baseline, both
showing statistical significance, which can be seen in Figure 2 and 3.



Figure 2. 6MWD Test Change from Baseline
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Figure 3. KCCQ-0S Score Change from Baseline
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The safety of Attruby was evaluated in the Phase 3 ATTRibute-CM trial. The most common adverse
reactions were diarrhea in 11.6% of Attruby-treated patients versus 7.6% of placebo-treated patients and
upper abdominal pain in 5.5% of Attruby-treated patients versus 1.4% of placebo-treated patients. Safety
and efficacy of Attruby have not been established in patients less than 18 years of age. No dosage
adjustment is needed for patients aged 65 and older. There were no clinically significant differences seen
in patients with renal impairment, and no dosage adjustments were recommended in the manufacturer’s
labeling and thus are unlikely. Clinically significant differences in patients with hepatic impairment were
not studied and the manufacturer’s labeling does not provide recommendations.

There are no contraindications or warnings and precautions for Attruby. There is not sufficient data on
Attruby use in pregnant patients to establish risk. If a patient is exposed to Attruby during pregnancy or if
a patient becomes pregnant, the patient should inform their healthcare provider and call the BridgeBio
reporting line. There is no available data on Attruby use in breastfeeding patients. Concomitant use of
UGT inducers and strong CYP3A inducers with Attruby should be avoided and more frequent monitoring
should be considered in patients who take CYP2C9 substrates.

Current treatment options for ATTR-CM include Vyndagel and Vyndamax, which are TTR stabilizers like
Attruby. These therapies were only introduced in 2019 and prior to their introduction, ATTR-CM was
treated with standard therapies for heart failure, such as diuretics, beta-blockers, mineralocorticoid
receptor antagonists, and SGLT-2 inhibitors. The only difference between Attruby and
Vyndaqgel/Vyndamax is the dosing regimen and that Attruby has more potent TTR stabilization. It is
unclear if TTR stabilization is directly linked to improved patient outcomes as no studies have compared



this data, so TTR stabilization is not currently considered a key differentiator between medications. In
March 2025, Amvuttra was also approved for the treatment of ATTR cardiomyopathy in addition to
polyneuropathy, offering a different mechanism of action for treatment as a TTR silencer. Amvuttra uses
RNAI to target and degrade TTR messenger RNA, which reduces the production of TTR. In September
2024, the Institute for Clinical and Economic Review (ICER) completed a Final Evidence report on
“Disease Modifying Therapies for ATTR-CM” and concluded that current evidence is insufficient to
compare net health benefits between Vyndagel/Vyndamax, Attruby, and Amvuttra. Given the lack of a
clear clinical distinction, preference for Attruby versus Vyndagel/Vyndamax will likely depend on real-
world experience.

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 there are currently any Centers of Excellence (COE) aside
from Geisinger. Kim C. replied that Geisinger is currently the only approved COE. No additional
comments or questions. The committee unanimously voted to accept the recommendations as presented.
None were opposed (29 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: Attruby will be a pharmacy benefit and will be added to the Commercial, Exchange, and CHIP
Formulary at the Specialty tier or Brand Non-Preferred tier for members with a three-tier benefit. Attruby
will be added to Policy 582.0 Vyndagel and Vyndamax and the following prior authorization criteria will
apply:

e Medical record documentation of cardiomyopathy resulting from wild type transthyretin-mediated
amyloidosis or hereditary transthyretin-mediated amyloidosis as confirmed by one of the
following:

o Bone scan (scintigraphy) strongly positive for myocardial uptake of 99mTcPYP/DPD* OR
*Note: Strongly positive is defined as heart to contralateral lung [H/CL] ratio of at least 1.5
or Grade 2 or greater localization to the heart using the Perugini Grade 1-3 scoring
system)

o Biopsy of tissue of the affected organ to confirm amyloid presence AND chemical typing
to confirm presence of transthyretin (TTR) protein

AND

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

e Medical record documentation that medication is prescribed by or in consultation with a
cardiologist AND

e Medical record documentation that the patient has New York Heart Association (NYHA) Class I,
I, or 1l heart failure AND

e Medical record documentation that medication will not be used in combination with another
transthyretin (TTR) stabilizer.

AUTHORIZATION DURATION (All LOB): Initial approval will be for 12 months. Subsequent approvals
will be for an additional 12 months, requiring medical record documentation that the patient continues to
benefit from Attruby therapy. The medication will no longer be covered if the member experiences toxicity
or progresses to NYHA class IV heart failure.

GPI LEVEL: GPI-12

QUANTITY LIMITS:
e Attruby — QL FOR LETTER ONLY: 4 tablets per day, 28 days supply per fill
e Vyndagel - QL FOR LETTER ONLY: 4 capsules per day, 30 day supply per fill
e Vyndamax - QL FOR LETTER ONLY: 1 capsule per day, 30 day supply per fill



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

VYALEYV (foscarbidopal/foslevodopa)

Review: Vyalev is indicated for the treatment of motor fluctuations in adults with advanced Parkinson’s
disease. It contains a prodrug combination of foscarbidopa and foslevodopa which are converted in vivo
to carbidopa and levodopa. Levodopa crosses the blood brain barrier and is converted to dopamine which
is thought to treat the symptoms of Parkinson’s disease. Carbidopa inhibits decarboxylation of peripheral
levodopa, making more of it available for delivery to the brain.

Vyalev is administered as a 24 hour continuous subcutaneous infusion, administered by a Vyafuser
pump. Dosages are individualized by determining the total levodopa dosage (TLD) based on the
levodopa-containing medications that Vyalev is replacing (not including rescue or as-needed levodopa)
then multiplying the TLD by 1.3 to determine the total daily dosage (mg) of the foslevodopa component
for Vyalev. The total daily volume (mL) is then calculated by dividing the total daily dosage by 240 (each
mL of Vyalev contains 240 mg of foslevodopa). The hourly base continuous infusion rate is determined by
dividing the total daily volume by the number of hours the patient is typically awake (it may be
administered over the patient’s waking hours or over a 24 hour period).

The maximum recommended daily dosage of Vyalev is 3,525 mg of foslevodopa (equivalent to
approximately 2,500 mg of levodopa). If Vyalev therapy is initiated in an “off” state or the patient has not
been receiving their base continuous infusion for more than 3 hours, a loading dose can be administered
prior to starting or restarting the continuous infusion. Loading doses can be administered with Vyalev or
patients can continue using oral immediate-release carbidopa/levodopa tablets. The loading dose is
calculated from the first morning dose of oral immediate release carbidopa/levodopa the patient took prior
to starting treatment with Vyalev. If Vyalev is used, the morning dosage is multiplied by 1.3 then divided
by 240. The pump can deliver a loading dose of 0.1 mL to 3 mL, in increments of 0.1 mL.

An extra dose can be programmed (no more than 1 extra dose per hour) as shown in Table 6. For
patients requiring more than 2 extra doses in a 24 hour period, a revision of the base continuous infusion
rate should be considered.

Table 6. Extra Dose Options1

VYALEYV extra dose volume | Approximate equivalent
levodopa dose”

0.1 mL 17 mg

0.15 mL 25.5mg

0.2 mL 34 mg

0.25 mL 42.5mg

0.3 mL 51 mg

Patients that disconnect the pump for less than 1 hour (e.g., to shower or for a short medical procedure),
a new infusion set (tubing and cannula) or rotation of the infusion site is not needed before resuming
infusion. Patients with a prolonged interruption lasting more than 1 hour, a new infusion set (tubing and
cannula) should be used, and rotation to a different infusion site is required before resuming infusion.

Vyalev is supplied as 120 mg foscarbidopa/2400 mg foslevodopa per 10 mL in a single-dose glass vial. It
is supplied as cartons containing 7 Vyalev vials. The Vyafuser pump is provided separately.

The efficacy of Vyalev was evaluated in a 12-week randomized, double-blind, double-dummy, active
controlled trial in 141 patients with advanced Parkinson’s disease (PD). Patients enrolled were responsive
to levodopa treatment, had motor fluctuations inadequately controlled by their current regimen, and had



experienced a minimum of 2.5 hours of “Off” time per day as assessed by PD diaries. Patients were
randomized 1:1 to receive either 24-hour/day continuous sc administration of Vyalev plus oral placebo
capsules (n=74) or 24-hour/day sc administration of placebo solution plus oral encapsulated carbidopa-
levodopa immediate release tablets (n=76).

At baseline, approximately 74% of patients in the Vyalev group and 66% of patients in the oral IR
carbidopa-levodopa group were taking at least 1 or more classes of PD medications other than
carbidopa-levodopa.

The primary clinical outcome measure was the mean change from baseline to Week 12 in the total daily
mean “On” time without troublesome dyskinesia (defined as "On" time without dyskinesia plus "On" time
with non-troublesome dyskinesia) based on PD diary. The key secondary clinical outcome measure was
the mean change from baseline to Week 12 in the total daily mean “Off” time. Vyalev demonstrated
statistically significant improvements from baseline to Week 12 in "On" time without troublesome
dyskinesia compared with the oral IR carbidopa-levodopa group (p=0.0083). Vyalev also demonstrated
statistically significant improvements from baseline to Week 12 in “Off’ time compared with the oral IR
carbidopa-levodopa group (p=0.0054).

Warnings and precautions are consistent with the known safety profile of carbidopa and levodopa and
include somnolence, hallucinations/psychosis, decreases in impulse control and compulsive behaviors,
withdrawal-emergent hyperpyrexia, confusion, dyskinesia, cardiovascular ischemic events, and
glaucoma. It also includes warnings for risk of infusion site reactions and infections, including erythema,
pain, edema, nodule, bruising, hemorrhage, induration, pruritus, extravasation, inflammation, mass,
warmth, hematoma, pallor, rash, and swelling. The most common adverse reactions in clinical trials that
occurred in at least 10% of patients and greater than oral carbidopa-levodopa were infusion/catheter site
reactions, infusion/catheter site infections, hallucinations, and dyskinesia.

The safety and efficacy of Vyalev in pediatric patients have not been established. Clinical trials did not
include sufficient numbers of patients aged 65 years and older to determine whether they respond
differently from younger patients. Other reported clinical experience has not identified differences in
responses between the elderly and younger patients. In general, dose selection for an elderly patient
should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function and of concomitant disease or other drug therapy.

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

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

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

Outcome: Vyalev is a pharmacy benefit and will not be added to the Commercial, Marketplace, and 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 treatment of motor fluctuations in advanced Parkinson disease
AND

e Medical record documentation that Vyalev is prescribed by or in consultation with a neurologist
AND

¢ Medical record documentation of refractory tremor AND

e Medical record documentation of levodopa responsiveness with clearly defined “On” periods AND

e Medical record documentation of persistent motor complications with disabling “Off” periods such
as muscle stiffness, slow movements, or difficulty starting movements AND

e Medical record documentation that the member was assessed for and determined for and



determined to have no other secondary causes of Parkinson’s Disease AND
e Medical record documentation of therapeutic failure, intolerance to, or contraindication to
carbidopa-levodopa, and at least two other classes of anti-Parkinson’s therapy

MEDISPAN AUTHORIZATION LEVEL: GPI 12
QUANTITY LIMIT: 420 milliliters per 28 days, 28 day supply per fill.
AUTHORIZATION DURATION: 12 months

REAUTHORIZATION CRITERIA: Medical record documentation of clinical improvement or
maintenance of condition.

FORMULARY ALTERNATIVES: carbidopa/levodopa tablet, carbidopa/levodopa ER tablet,
carbidopal/levodopa/entacapone, pramipexole, ropinirole, ropinirole ER, bromocriptine, selegiline,
amantadine, benztropine, trihexyphenidyl, rasagiline

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.

TRYNGOLZA (olezarsen)

Review: Tryngolza is indicated as an adjunct to diet to reduce triglycerides in adults with familial
chylomicronemia syndrome (FCS). Tryngolza is administered as 80 mg once monthly. Tryngolza is
supplied as 80 mg/0.8 mL.

Tryngolza is the first FDA-approved treatment for FCS. Tryngolza is an RNA-targeted medicine designed
to reduce plasma TG levels by decreasing the production of apolipoprotein C-1ll (apoC-lll), a protein
produced in the liver that is a key regulator of TG metabolism. Reduction of apoC-IlI protein leads to
increased clearance of plasma TGs and very low-density lipoprotein. FCS, also referred to as type 1
hyperlipoproteinemia, is a rare autosomal recessive disorder characterized by extremely high TG levels.
Most cases of FCS result from loss-of-function variants in both copies of the LPL gene, leading to
insufficient or absence of the LPL enzyme, and, less frequently, in genes related to LPL function,
including apoA-V, apoC-Il, GPIHBP1, and LMF1. LPL is responsible for breaking down chylomicrons,
large lipid-containing particles primarily composed of TGs. Reduced LPL activity results in the
accumulation of chylomicrons in plasma and TGs may exceed 1000 mg/dL (normal TG level: <150
mg/dL). The initial onset of FCS appears in newborns, children, and adolescents, but it may go
unrecognized until adulthood. Signs and symptoms include nausea, vomiting, eruptive xanthomas,
difficulty concentrating, forgetfulness, lipemia retinalis, hepatosplenomegaly, recurrent episodes of
abdominal pain, and failure to thrive. The most serious complication of FCS is severe and recurrent
episodes of AP.

According to the AACE clinical diagnosis algorithm, a diagnosis of FCS is based on the following criteria:
Fasting TGs (>10 mmol/L or 880 mg/dL) , refractory to standard TG therapies, absence of secondary
causes (e.g. alcohol use, uncontrolled type 2 diabetes, medications, and medical conditions known to
increase TG) AND one of the following: history of AP or history of recurrent abdominal pain without other
known cause or confirmation by genetic analysis (variants in LPL, apoC-Il, GPIHBP1, apoA-V, or LMF1).
Genetic testing can be performed to confirm the suspected diagnosis. However, the genetic complexity of
FCS, the lack of widely available testing, and the number of unknown FCS-causing variants may limit its
application. Researchers have proposed several tools to help better distinguish patients, including the
FCS score and the North American FCS (NAFCS) Score. The NAFCS Score Calculator provides a
numerical score based on the following eight attributes: age, onset of HTG, body mass index, history of
abdominal pain/pancreatitis, presence of secondary factors, TG levels, ratio of TG/TC, and ApoB level. A



score 260 indicates definite classical FCS (i.e. biallelic); scores 245 are “very likely” to have classical FCS
rather than MCS. More information is needed to determine the validity of scores =230 but <44, and genetic
testing should be considered. While scores <30 are deemed “unlikely FCS,” it is possible that a patient
may have FCS, and genetic testing may still need to be performed to confirm the diagnosis.

The goal of treatment for FCS is to reduce TG levels enough to alleviate signs and symptoms and the
occurrence/risk of AP. Notably, TG concentrations <750-885 mg/dL are thought to reduce the risk of AP.
To lower plasma TG levels, patients must limit total fat intake to <15-20 g of fat per day or about 1
tablespoon of olive oil. Symptom management also includes abstinence from alcohol and avoiding
medications that raise TG levels, such as thiazides, beta-blockers, and exogenous estrogen. For some
patients, plasmapheresis may be used to manage acute, life threatening complications of FCS.

The efficacy was established in a randomized, double-blind, placebo-controlled clinical trial in patients
with genetically confirmed FCS (type 1 hyperlipoproteinemia) and fasting triglycerides = 880 mg/dL.
Patients followed a low-fat diet (<20 grams fat per day) for at least 4 weeks before randomization.
Patients were randomly assigned to receive Tryngolza 80 mg (n=22) or placebo (n=23) via subcutaneous
injection every 4 weeks over a 53-week period. Demographics and baseline characteristics were similar
across both groups. Approximately 32% of patients in the Tryngolza group had diabetes compared to
26% in the placebo group. Both groups had patients treated with statins, omega-3 fatty acids, fibrates, or
other lipid-lowering therapies. Patients were excluded if they had ACS within 6 months of screening,
major surgery within 3 months of screening, have any other condition that would make the participant
unsuitable for inclusion based on the opinion of the investigator. The primary endpoint was the percent
change in fasting triglycerides from baseline to Month 6. The efficacy of Tryngolza was assessed in 66
patients. Forty-three patients received at least one dose of Tryngolza 50 mg (n = 21) or Tryngolza 80 mg
(n =22), and 23 received placebo. Tryngolza 80 mg group showed a significant reduction of -42.5%
compared to placebo (95% CI: -74.1%, -10.9%; p=0.0084).The lower dose of 50 mg did not show a
statistically significant reduction. The trial also reported changes in other secondary endpoints such as
non-HDL-C, LDL-C, total ApoB, and ApoB-48. The incidence of acute pancreatitis was lower in the
Tryngolza group (5%) compared to the placebo group (30%). All patients with pancreatitis had a prior
history within 10 years before screening.

Tryngolza is contraindicated in patients with a history of serious hypersensitivity reactions to olezarsen or
any of the excipients in Tryngolza. Hypersensitivity reactions have been reported in patients treated with
olezarsen. Tryngolza should be discontinued in patients that have a hypersensitivity reaction. The most
common adverse reactions were injection site reactions, decreased platelet counts, and arthralgia. The
safety and effectiveness of Tryngolza in pediatric patients have not been established. There were no
overall differences in safety or effectiveness in patients 65 years of age and older and younger adult
patients. There are no dose adjustments recommended in patients with mild to moderate renal
impairment or mild hepatic impairment. Tryngolza has not been studied in patients with severe renal
impairment or ESRD. It also was not studied in those with moderate or severe hepatic impairment.

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

Clinical Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (27 approved, 0 rejected).

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

Outcome: Tryngolza will be a pharmacy benefit. It is recommended to add Tryngolza to formulary at the
Specialty tier or Brand Non-Preferred tier for members with a three tier benefit. Tryngolza will require a
prior authorization with the following criteria.
e Prescription written by or in consultation with a lipidologist, endocrinologist, and/ or cardiologist
AND
e Medical record documentation of age greater than or equal to 18 years AND



Medical record documentation of fasting triglycerides greater than or equal to 880 mg/dL AND
Medical record documentation of a diagnosis of familial chylomicronemia syndrome (FCS) as
confirmed by genetic testing (variants in LPL, apoC-Il, GPIHBP1, apoA-V, or LMF1) AND

e Medical record documentation that the member will maintain a low-fat diet of <20 g of fat per day

QUANTITY LIMIT: 0.8 mL per 30 days

AUTHORIZATION DURATION: Approval will be given for an initial duration of twelve (12) months or
less if the reviewing provider feels it is medically appropriate. After the initial approval, subsequent
approvals will be for a duration of twelve (12) months or less if the reviewing provider feels it is
medically appropriate, and will require:

e Medical record documentation that the member has had a positive response to Tryngolza
(e.g. reduction in fasting triglycerides, reduction in symptoms, reduction in acute pancreatitis
episodes) AND

e Medical record documentation that the member will maintain a low-fat diet of <20 g of fat per
day

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

STELARA BIOSIMILAR CLASS REVIEW

Review:
Stelara Biosimilars™®
Brand Name Manufacturer | Indications/Dosage How Supplied
Stelara Janssen For treatment of moderate to severe plaque SQ injection: 45mg /0.5 mL PFS
Biotech, Inc. | psoriasis in individuals who are candidates for OR
phototherapy or systemic therapy in adults and | 90 mg/mL PFS
Ustekinumab pediatric patients 6 years and older
(unbranded) e Pediatrics (6-17 years) and Adults > 100 kg: | 45 mg/0.5 ML solution SDV
90 mg subcutaneously at Weeks 0 and 4,
then every 12 weeks IV Infusion:
e Pediatrics (6-17 years) weighing 60 to 130 mg/26 mL solution SDV
Otulfi Fresenius 100kg and Adults < 100 kg: 45 mg SQ injection: 45mg /0.5 mL PFS
Kabi USA, subcutaneously at Weeks 0 and 4, then 45 | OR
LLC mg every 12 weeks 90 mg/mL PFS
» Otulfi, Stelara, Selarsdi, Pyzchiva, Wezlana,
Yesintek: 45 mg/0.5 ML solution SDV
e Pediatrics (6-17 years) weighing less than
60 kg: 0.75 mg/kg/dose subcutaneously at | IV Infusion:
Weeks 0 and 4, then every 12 weeks (Use | 130 mg/26 mL solution SDV
Pyzchiva Samsung single-dose vial) SQ injection: 45mg /0.5 mL PFS
(ustekinumab | Bioepis Co., OR
-ttwe) Ltd. For treatment of active psoriatic arthritis without | 90 mg/mL PFS
Ustekinumab- | Quallent coexistent plaque psoriasis in adults and
ttwe Pharmaceuti | pediatric patients 6 years and older 45 mg/0.5 ML solution SDV
cals e Pediatrics (6-17 years) weighing more than
60 kg and Adults: 45 mg subcutaneously at | IV Infusion:
Weeks 0 and 4, then 45 mg every 12 weeks | 130 mg/26 mL solution SDV
Selarsdi Alvotech > Otulfi, Stelara, Selarsdi, Pyzchiva, Wezlana, SQ injection: 45mg /0.5 mL PFS
USA, Inc. Yesintek: OR
90 mg/mL PFS
e Pediatrics (6-17 years) weighing less than
60 kg: 0.75 mg/kg/dose subcutaneously at | 45 mg/0.5 ML solution SDV
Weeks 0 and 4, then every 12 weeks (Use
single-dose vial) 1V Infusion:
130 mg/26 mL solution SDV
Steqeyma Celltrion, Inc. | For treatment of active psoriatic arthritis with SQ injection: 45mg /0.5 mL PFS
(ustekinumab coexistent moderate to severe plaque psoriasis | OR
-stba) in adults and pediatric patients 6 years and 90 mg/mL PFS
Ustekinumab- older
stba e Pediatrics (6-17 years) and Adults > 100 kg: | IV Infusion:
90 mg subcutaneously at Weeks 0 and 4, 130 mg/26 mL solution SDV
Not yet then every 12 weeks
commercially e Pediatrics (6-17 years) weighing 60 to
available 100kg and Adults < 100 kg: 45 mg
Wezlana Amgen, Inc. subcutaneously at Weeks 0 and 4, then 45 | SQ injection: 45mg /0.5 mL PFS

mg every 12 weeks
» Otulfi, Stelara, Selarsdi, Pyzchiva, Wezlana,
Yesintek:
e Pediatrics (6-17 years) weighing less than
60 kg: 0.75 mg/kg/dose subcutaneously at

OR
90 mg/mL PFS

45mg /0.5 mL OR
90 mg/mL single-dose prefilled
autoinjector




Weeks 0 and 4, then every 12 weeks (Use
single-dose vial)

For treatment of adults with moderate to severe
active Crohn’s disease & adults with moderate

45 mg/0.5 ML solution SDV

IV Infusion:
130 mg/26 mL solution SDV

Yesintek Biocon to severe active ulcerative colitis SQ injection: 45mg /0.5 mL PFS
Biologics, » Induction: Single intravenous infusion using | OR
Inc. weight-based dosing 90 mg/mL PFS
Weight Range (kilograms) Recommended Dosage
upto 35 kg 260 mg (2 viels) 45 mg/0.5 ML solution SDV
greater than 55 kg to 85 kg 3490 mg (3 vials)
greater than 83 kg 520 mg (4 vials) IV Infusion:
> Maintenance: starting 8 weeks after initial 130 mg/26.mL solution SDV
Imuldosa Accord intravenous dose, 90 mg subcutaneously SQ injection: 45mg /0.5 mL PFS
BioPharma, every 8 weeks OR
Not yet Inc 90 mg/mL PFS
commercially
available IV Infusion:

130 mg/26 mL solution SDV

All Stelara biosimilars have shown pharmacokinetic similarities and no clinically meaningful differences
have been identified between any of the biosimilars, EU-Stelara, and US-Stelara in terms of efficacy,

safety, and immunogenicity. Clinical comparisons also found no clinically meaningful differences between
the biosimilars and brand Stelara. Stelara, Ustekinumab (unbranded Stelara), Wezlana, and Yesintek are
supplied as single dose vials, which allows them to be administered to pediatric patients weighing less
than 60 kg. Steqgeyma, and Imuldosa do not appear to be supplied in this formulation at this time and do
not have dosing recommendations for pediatric patients weighing less than 60 kg. Otulfi, Pyzchiva,
Selarsdi, and Ustekinumab-ttwe, were approved for a single-dose vial formulations, but they are not
commercially available at this time.

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 (29 approved, 0 rejected).

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

Outcome: Based on clinical comparisons and discussions with Geisinger Health System, Yesintek will be
our preferred Stelara biosimilar and the following recommendations will apply. Non-preferred Stelara
biosimilars will be placed to match Stelara (non-formulary) and will be added to existing Stelara policies
with updates as follows.

Yesintek 45 mg/0.5 mL and 90 mg/1 mL prefilled syringes and 45/0.5 mL single dose vials are pharmacy
benefits and should be added to the Commercial, Marketplace, and GHP Kids formularies. Yesintek 130
mg/26 mL vials for IV infusion are medical benefits. Yesintek will require a prior authorization for new
starts only. A new Commercial and Medical Benefit policy for preferred ustekinumab biosimilars will be
created with the following criteria:

Commercial Policy Preferred Ustekinumab Biosimilars
Plaque Psoriasis
e Medical record documentation that Yesintek is prescribed by a dermatologist AND



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

e Medical record documentation of a diagnosis of moderate to severe plaque psoriasis
characterized by greater than or equal to 3% of body surface area involved or disease affecting
crucial body areas such as hands, feet, face or genitals AND

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

e Medical record documentation that the prescribed dosing is appropriate for patient's weight AND
e Medical record documentation that Yesintek is not being used concurrently with a tumor necrosis
factor (TNF) blocker or other biologic agent

NOTE:

o Patients weighing over 100 kg should receive 90 mg every 12 weeks
o Patients weighing less than 100 kg should receive 45 mg every 12 weeks

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

MEDISPAN AUTHORIZATION LEVEL: GPI-14

QUANTITY LIMIT — Two authorizations must be entered.
o Yesintek 45 mg syringe (less than 100 kg)
1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, DS, max quantity
dispensed 0.5, max script days 28, number of claims authorized 1, with a duration of 3 weeks.
* QL FORLETTER: Loading dose: 0.5 mL per 28 days; Maintenance dose: 0.5 mL per 84
days
o Yesintek 90 mg syringe (greater than or equal to 100 kg)
1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, DS, max quantity
dispensed 1, max script days 28, number of claims authorized 1, with a duration of 3 weeks.
* QL FOR LETTER: Loading dose: 1 mL per 28 days; Maintenance dose: 1 mL per 84 days

Pediatric Plaque Psoriasis

e Medical record documentation that Yesintek is prescribed by a dermatologist AND

e Medical record documentation of age greater than or equal to 6 years AND

e Medical record documentation of a diagnosis of moderate to severe plaque psoriasis
characterized by greater than or equal to 3% of body surface area involved or disease affecting
crucial body areas such as hands, feet, face or genitals AND

e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to at
least two topical corticosteroids

e Medical record documentation that the prescribed dosing is appropriate for patient’'s weight AND

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

NOTE:

o Patients weighing over 100 kg should receive 90 mg every 12 weeks

o Patients weighing = 60 kg to < 100 kg should receive 45 mg every 12 weeks

o Patients weighing less than 60 kg should receive 0.75 mg/kg every 12 weeks
RE-AUTHORIZATION CRITERIA: Yesintek is configured as a prior authorization for new starts only.
Yesintek will no longer be covered if it is identified that the member is not receiving appropriate follow-up
care from the prescribing specialist or if the member has greater than or equal to a 105 day break in
therapy.



o Medical record documentation that the member is receiving appropriate follow-up care from the
prescribing specialist

MEDISPAN AUTHORIZATION LEVEL: GPI-14
QUANTITY LIMIT — Two authorizations must be entered.
o Yesintek 45 mg vial (less than 60 kg)
1. In PA Hub: Add Treat as “Include” Process Modifier, max script days 28, max quantity dispensed
1, and number of claims authorized 1, with a duration of 3 weeks.
* QL FORLETTER: Loading dose: 1 vial per 28 days; Maintenance dose: 1 vial per 84 days
o Yesintek 45 mg syringe (less than 100 kg)
1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, max script days 28,
number of claims authorized 1, with a duration of 3 weeks.
* QL FOR LETTER: Loading dose: 0.5 mL per 28 days; Maintenance dose: 0.5 mL per 84 days
o Yesintek 90 mg syringe (greater than or equal to 100 kg)
1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, max script days 28,
number of claims authorized 1, with a duration of 3 weeks.
* QL FORLETTER: Loading dose: 1 mL per 28 days; Maintenance dose: 1 mL per 84 days

Psoriatic Arthritis

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

e Medical record documentation of age greater than or equal to 6 years AND

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

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

e Medical record documentation that the patient is going to receive a dose of 45 mg every 12
weeks OR medical record documentation that the patients has a co-existing diagnosis of
moderate-to-severe plaque psoriasis and weight greater than 100 kg OR member is under the
age of 18 years and is receiving the recommended weight based dose AND

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

NOTES:
o FDA approved dose for adult psoriatic arthritis is 45 mg every 12 weeks.
o For patients with co-existent moderate-to-severe plaque psoriasis weighing greater than 100
kg, the recommended dose is 90 mg every 12 weeks.
o Pediatric dosing:

Body Weight at Time of Dosing Recommended Dose
Less than 60 kg 0.75 mg/kg
60kg or more 45mg
Greater than 100kg with co-existent moderate-to- 90mg
severe plaque psoriasis

o Pediatric PsA is a category of juvenile idiopathic arthritis (JIA).

RE-AUTHORIZATION CRITERIA: Yesintek is configured as a prior authorization for new starts only.
Yesintek will no longer be covered if it is identified that the member is not receiving appropriate follow-up
care from the prescribing specialist or if the member has greater than or equal to a 105 day break in
therapy.
o Medical record documentation that the member is receiving appropriate follow-up care from the
prescribing specialist
MEDISPAN AUTHORIZATION LEVEL: GPI-14



QUANTITY LIMIT — Two authorizations must be entered.
o Yesintek 45 mg vial (less than 60 kg)
1. In PA Hub: Add Treat as “Include” Process Modifier, max script days 28, max quantity dispensed
1, and number of claims authorized 1, with a duration of 3 weeks.
* QL FOR LETTER: Loading dose: 1 vial per 28 days; Maintenance dose: 1 vial per 84 days
o Yesintek 45 mg syringe (less than 100 kg)
1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, max script days 28,
number of claims authorized 1, with a duration of 3 weeks.
* QL FORLETTER: Loading dose: 0.5 mL per 28 days; Maintenance dose: 0.5 mL per 84 days
o Yesintek 90 mg syringe (greater than or equal to 100 kg)
1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, max script days 28,
number of claims authorized 1, with a duration of 3 weeks.
* QL FOR LETTER: Loading dose: 1 mL per 28 days; Maintenance dose: 1 mL per 84 days

Crohn’s Disease
e Medical record documentation that Yesintek is prescribed by a gastroenterologist AND
e Medical record documentation of age greater than or equal to 18 years AND
e Medical record documentation of a diagnosis of moderately to severely active Crohn’s disease
AND
e Medical record documentation of one of the following:

o Medical record documentation of therapeutic failure on, intolerance to, or contraindication
to corticosteroids AND immunomodulators (e.g. azathioprine and 6-mercaptopurine) OR
medical record documentation of a therapeutic failure on or intolerance to prior biologic
therapy OR

o Medical record documentation of moderate/high risk patient as defined by age at initial
diagnosis less than 30 years, extensive anatomic involvement, perianal and/or severe
rectal disease, deep ulcers, prior surgical resection, and structuring and/or penetrating
behavior AND

e Medical record documentation of Yesintek 130 mg vials as IV infusion (for induction therapy) OR
Yesintek 90 mg syringes (for maintenance therapy) being prescribed AND

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

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

MEDISPAN AUTHORIZATION LEVEL: GPI-14
QUANTITY LIMIT:
* Initial Approval — Two authorizations must be entered.
1. In PA Hub: Add Treat as “Include” Process Modifier, number of claims authorized 1, enter for 1
month duration
2. In NCRX Next: Add max script days 56 with an end date of 12/31/2099
* QL FORLETTER: 1 mL per 56 days

NOTE: Yesintek 45 mg syringe are not indicated for use in Crohn’s disease.
NOTE: If the initial infusion will be billed through the pharmacy benéefit (i.e., specialty pharmacy trying to

process the 130 mg/26 mL intravenous solution), in Darwin enter PA, OQL, DS only by GPI
52504070792020, enter 1 in the max number of claims authorized, max quantity 104, min and max day



supply 56) with a duration of 1 month. This will be in addition to the authorization above. Also, you will
need to update the QL for the letter to the following:
* QL FOR LETTER: Intravenous loading dose: 104 mL per 56 days; 90 mg Syringe maintenance
dose: 1 mL per 56 days

Ulcerative Colitis

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

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

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

e Medical record documentation of therapeutic failure on, intolerance to, at least one conventional
therapy: corticosteroids, aminosalicylates, or immunomodulators (azathioprine or 6-
mercaptopurine (6-MP)) AND

e Medical record documentation of Yesintek 130 mg vials as IV infusion (for induction therapy) OR
Yesintek 90 mg syringes (for maintenance therapy) being prescribed AND

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

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

MEDISPAN AUTHORIZATION LEVEL: GPI-14
QUANTITY LIMIT:
¢ Initial Approval — Two authorizations must be entered.
1. In PA Hub: Add Treat as “Include” Process Modifier, number of claims authorized 1, enter for 1
month duration
2. In NCRX Next: Add max script days 56 with an end date of 12/31/2099
* QL FORLETTER: 1 mL per 56 days

NOTE: Yesintek 45 mg syringe are not indicated for use in ulcerative colitis.

NOTE: If the initial infusion will be billed through the pharmacy benéefit (i.e., specialty pharmacy trying to
process the 130 mg/26 mL intravenous solution), in Darwin enter PA, OQL, DS only by GPI
52504070792020, enter 1 in the max number of claims authorized, max quantity 104, min and max day
supply 56) with a duration of 1 month. This will be in addition to the authorization above. Also, you will need
to update the QL for the letter to the following:
* QL FOR LETTER: Intravenous loading dose: 104 mL per 56 days; 90 mg Syringe maintenance
dose: 1 mL per 56 days

The non-preferred Stelara Biosimilars: Otulfi, Ustekinumab (unbranded Stelara), Selarsdi, Pyzchiva,
Ustekinumab-ttwe, Wezlana, Stegeyma, and Imuldosa prefilled syringes and single-dose vials (when
available) are pharmacy benefits that will not be added to the Commercial, Marketplace, and GHP Kids
formularies. Otulfi, Ustekinumab (unbranded Stelara), Selarsdi, Pyzchiva, Ustekinumab-ttwe, Wezlana,
Steqgeyma, and Imuldosa vials for IV infusion are medical benefits. All non-preferred Ustekinumab
biosimilars will require a prior authorization for new starts only. They will be reviewed with the Stelara
Commercial Policy 318.0 and MBP 75.0 with the following updates:

Commercial Policy 318.0 Stelara & Non-preferred Biosimilars



Psoriasis

e Medical record documentation that Stelara or ustekinumab biosimilar is prescribed by a
dermatologist AND

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

e Medical record documentation of a diagnosis of moderate to severe plaque psoriasis
characterized by greater than or equal to 3% of body surface area involved or disease affecting
crucial body areas such as hands, feet, face or genitals AND

e Medical record documentation of an intolerance to, contraindication to or therapeutic failure on a
minimum 3 month trial of four (4) preferred formulary biologics for the treatment of psoriasis, one
of which must be a preferred Ustekinumab biosimilar (Yesintek) AND

e Medical record documentation that the prescribed dosing is appropriate for patient’'s weight AND

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

NOTE:
o Patients weighing over 100 kg should receive 90 mg every 12 weeks
o Patients weighing less than 100 kg should receive 45 mg every 12 weeks

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

MEDISPAN AUTHORIZATION LEVEL: GPI-14

QUANTITY LIMIT — Two authorizations must be entered.
o Stelara OR Ustekinumab Biosimilar 45 mg syringe (less than 100 kg)
2. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, DS, max quantity
dispensed 0.5, max script days 28, number of claims authorized 1, with a duration of 3 weeks.
* QL FORLETTER: Loading dose: 0.5 mL per 28 days; Maintenance dose: 0.5 mL per 84
days
o Stelara OR Ustekinumab Biosimilar 90 mg syringe (greater than or equal to 100 kg)
2. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, DS, max quantity
dispensed 1, max script days 28, number of claims authorized 1, with a duration of 3 weeks.
* QL FOR LETTER: Loading dose: 1 mL per 28 days; Maintenance dose: 1 mL per 84 days

FORMULARY ALTERNATIVES:
Cosentyx*, Amjevita*, adalimumab-FKJP*, Hadlima*, Yusimry*, Enbrel*, Otezla*, Skyrizi*, Tremfya*,
Cimzia*, llumya*, Siliq, Yesintek®

Pediatric Plaque Psoriasis

* Medical record documentation that Stelara is prescribed by a dermatologist AND

* Medical record documentation of age greater than or equal to 6 years AND

* Medical record documentation of a diagnosis of moderate to severe plaque psoriasis
characterized by greater than or equal to 3% of body surface area involved or disease affecting
crucial body areas such as hands, feet, face or genitals AND

* Medical record documentation of therapeutic failure on, intolerance to, or contraindication to at
least two topical corticosteroids AND

* Medical record documentation of therapeutic failure on, intolerance to, or contraindication to
Yesintek* AND

* Medical record documentation that the prescribed dosing is appropriate for patient’s weight AND

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



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

NOTE:
o Patients weighing over 100 kg should receive 90 mg every 12 week
o Patients weighing = 60 kg to < 100 kg should receive 45 mg every 12 weeks
o Patients weighing less than 60 kg should receive 0.75 mg/kg every 12 weeks
(Stelara,Ustekinumab (unbranded Stelara), Otulif, Selarsdi, Pyzchiva, Ustekinumab-ttwe, OR
Wezlana)

MEDISPAN AUTHORIZATION LEVEL: GPI-14
QUANTITY LIMIT — Two authorizations must be entered.
o Stelara,Ustekinumab (unbranded Stelara), Otulfi, Selarsdi, Pyzchiva, Ustekinumab-ttwe, OR
Wezlana 45 mg vial (less than 60 kg)
2. In PA Hub: Add Treat as “Include” Process Modifier, max script days 28, max quantity dispensed
1, and number of claims authorized 1, with a duration of 3 weeks.
* QL FORLETTER: Loading dose: 1 vial per 28 days; Maintenance dose: 1 vial per 84 days
o Stelara or Ustekinumab biosimilar 45 mg syringe (less than 100 kg)
2. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, max script days 28,
number of claims authorized 1, with a duration of 3 weeks.
* QL FOR LETTER: Loading dose: 0.5 mL per 28 days; Maintenance dose: 0.5 mL per 84 days
o Stelara or Ustekinumab biosimilar 90 mg syringe (greater than or equal to 100 kg)
2. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, max script days 28,
number of claims authorized 1, with a duration of 3 weeks.
* QL FORLETTER: Loading dose: 1 mL per 28 days; Maintenance dose: 1 mL per 84 days

FORMULARY ALTERNATIVES:

Yesintek*

Low-potency topical corticosteroids: alclometasone dipropionate 0.5% cream and ointment (Aclovate);
desonide 0.05% cream, ointment and lotion (Desowen); fluocinolone acetonide 0.01% cream, solution,
body and scalp oil (Synalar/Derma-Smoothe); hydrocortisone 1% and 2.5% cream, ointment, and lotion
(Hytone)

Medium-potency topical corticosteroids: betamethasone valerate 0.1% cream and lotion (Valisone);
fluocinolone acetonide 0.025% cream and ointment (Synalar); flurandrenolide 0.05% cream, ointment,
and lotion (Cordran); fluticasone propionate 0.05% cream and lotion (Cutivate); hydrocortisone butyrate
0.1% cream, ointment and solution (Locoid); hydrocortisone valerate 0.2% cream and ointment
(Westcort); mometasone 0.1% cream (Elocon); prednicarbate 0.1% cream and ointment (DermAtop);
triamcinolone acetonide 0.025% cream, ointment and lotion (Kenalog); triamcinolone 0.1% cream,
ointment and lotion (Kenalog); triamcinolone acetonide 0.147 mg/g aerosol (Kenalog Spray)
High-potency topical corticosteroids: amcinonide 0.1% cream, ointment and lotion (Cyclocort); augmented
betamethasone dipropionate 0.05% cream (Diprolene AF); betamethasone dipropionate 0.05% cream,
ointment and lotion (Diprolene); betamethasone valerate 0.1% ointment (Valisone); betamethasone
valerate 0.12% foam (Luxiq); desoximetasone 0.25% cream, ointment and 0.05% cream, gel, ointment
(Topicort/Topicort LP); ); diflorasone 0.05% cream (Florone/Psorcon); fluocinonide 0.05% cream,
ointment, gel and solution (Lidex); fluticasone 0.005% ointment (Cutivate); mometasone 0.1% ointment
(Elocon); triamcinolone 0.5% cream and ointment (Kenalog)

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



Psoriatic Arthritis

* Medical record documentation that Stelara or a ustekinumab biosimilar is prescribed by a
rheumatologist or dermatologist AND

* Medical record documentation of age greater than or equal to 6 years AND

* Medical record documentation of a diagnosis of moderately to severely active psoriatic arthritis
which must include documentation of either active psoriatic lesions or a documented history of
psoriasis AND

* Medical record documentation of an intolerance to, contraindication to or therapeutic failure on a
minimum 3 month trial of three (3) preferred formulary biologics for the treatment of psoriatic
arthritis, one of which must be a preferred Ustekinumab biosimilar (Yesintek) AND

* Medical record documentation that the patient is going to receive a dose of 45 mg every 12
weeks OR medical record documentation that the patients has a co-existing diagnosis of
moderate-to-severe plaque psoriasis and weight greater than 100 kg OR member is under the
age of 18 years and is receiving the recommended weight based dose AND

* Medical record documentation that Stelara or a ustekinumab biosimilar is not being used
concurrently with a tumor necrosis factor (TNF) blocker or other biologic agent

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

NOTES:
o FDA approved dose for adult psoriatic arthritis is 45 mg every 12 weeks.
o For patients with co-existent moderate-to-severe plaque psoriasis weighing greater than 100 kg,
the recommended dose is 90 mg every 12 weeks.
o Pediatric dosing:

Body Weight at Time of Dosing Recommended Dose
Less than 60 kg 0.75 mg/kg
60kg or more 45mg
Greater than 100kg with co-existent moderate-to- 90mg
severe plague psoriasis

o Patients weighing less than 60 kg should receive 0.75 mg/kg every 12 weeks
(Stelara,Ustekinumab (unbranded Stelara), Otulfi Selarsdi, Pyzchiva, Ustekinumab-ttwe, OR
Wezlana)

o Pediatric PsA is a category of juvenile idiopathic arthritis (JIA).

MEDISPAN AUTHORIZATION LEVEL: GPI-14

QUANTITY LIMIT — Two authorizations must be entered.
o Stelara,Ustekinumab (unbranded Stelara), Otulfi, Selarsdi, Pyzchiva, Ustekinumab-ttwe, OR
Wezlana 45 mg vial (less than 60 kg)
2. In PA Hub: Add Treat as “Include” Process Modifier, max script days 28, max quantity dispensed
1, and number of claims authorized 1, with a duration of 3 weeks.
* QL FORLETTER: Loading dose: 1 vial per 28 days; Maintenance dose: 1 vial per 84 days
o Stelara 45 mg syringe (less than 100 kg)
2. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, max script days 28,
number of claims authorized 1, with a duration of 3 weeks.
* QL FOR LETTER: Loading dose: 0.5 mL per 28 days; Maintenance dose: 0.5 mL per 84 days
o Stelara 90 mg syringe (greater than or equal to 100 kg)



2. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, max script days 28,
number of claims authorized 1, with a duration of 3 weeks.
* QL FOR LETTER: Loading dose: 1 mL per 28 days; Maintenance dose: 1 mL per 84 days

FORMULARY ALTERNATIVES:

Adult PsA: Cosentyx*, Amjevita*, adalimumab-FKJP*, Hadlima*, Yusimry*, Enbrel*, Otezla*, Skyrizi*,
Tremfya*, Rinvoq*, Xeljanz/XR*, Cimzia*, Orencia*, Simponi*, Yesintek*

Pediatric PsA: Cosentyx*, Amjevita*, adalimumab-FKJP*, Hadlima*, Yusimry*, Enbrel*, Yesintek*
*prior authorization required

Crohn’s Disease

* Medical record documentation that Stelara or a ustekinumab biosimilar is prescribed by a
gastroenterologist AND

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

* Medical record documentation of a diagnosis of moderately to severely active Crohn’s
disease AND

* Medical record documentation of an intolerance to, contraindication to, or therapeutic
failure on a minimum 3 month trial of three (3) of the following medications: adalimumab®,
Cimzia*, Entyvio*, infliximab*, or Tysabri* AND

* Medical record documentation of therapeutic failure on, intolerance to, or contraindication
to Yesintek* AND

* Medical record documentation of Stelara or a ustekinumab biosimilar 130 mg vials as IV
infusion (for induction therapy) OR Stelara or a ustekinumab biosimilar 90 mg syringes
(for maintenance therapy) being prescribed AND

* Medical record documentation that Stelara or a ustekinumab biosimilar is not being used
concurrently with a tumor necrosis factor (TNF) blocker or other biologic agent

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

MEDISPAN AUTHORIZATION LEVEL: GPI-14
QUANTITY LIMIT:
* Initial Approval — Two authorizations must be entered.
3. In PA Hub: Add Treat as “Include” Process Modifier, number of claims authorized 1, enter for 1
month duration
4. In NCRX Next: Add max script days 56 with an end date of 12/31/2099
* QL FORLETTER: 1 mL per 56 days

NOTE: Stelara and ustekinumab biosimilars 45 mg syringe are not indicated for use in Crohn’s disease.

NOTE: If the initial infusion will be billed through the pharmacy benéefit (i.e., specialty pharmacy trying to
process the 130 mg/26 mL intravenous solution), in Darwin enter PA, OQL, DS only by GPI as listed
below, enter 1 in the max number of claims authorized, max quantity 104, min and max day supply 56)
with a duration of 1 month. This will be in addition to the authorization above. Also, you will need to
update the QL for the letter to the following:

* QL FORLETTER: Intravenous loading dose: 104 mL per 56 days; 90 mg Syringe maintenance

dose: 1 mL per 56 days
| BRAND/BIOSIMILAR NAME | GPI for 130/26 mL IV Solution




Stelara or Ustekinumab (unbranded) 52504070002020
Otulfi 52504070802020
Pyzchiva and Ustekinumab-ttwe 52504070752020
Selarsdi 52504070022020
Stegeyma 52504070782020
Wezlana 52504070032020
Yesintek 52504070792020
Imuldosa (Not yet commercially available)

Ulcerative Colitis

e Medical record documentation that Stelara or a ustekinumab biosimilar is prescribed by a
gastroenterologist AND
Medical record documentation of age greater than or equal to 18 years AND
Medical record documentation of a diagnosis of moderately to severely active ulcerative colitis AND

e Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on a
minimum 3 month trial of three (3) preferred formulary biologics for the treatment of ulcerative
colitis, one of which must be a preferred Ustekinumab biosimilar (Yesintek) AND

e Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on
Entyvio* AND infliximab* AND

e Medical record documentation of Stelara or a ustekinumab biosimilar 130 mg vials as IV infusion
(for induction therapy) OR Stelara or a ustekinumab biosimilar 90 mg syringes (for maintenance
therapy) being prescribed AND

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

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

MEDISPAN AUTHORIZATION LEVEL: GPI-14
QUANTITY LIMIT:
o Initial Approval — Two authorizations must be entered.
3. In PA Hub: Add Treat as “Include” Process Modifier, number of claims authorized 1, enter for 1
month duration
4. In NCRX Next: Add max script days 56 with an end date of 12/31/2099
* QL FORLETTER: 1 mL per 56 days
NOTE: Stelara and ustekinumab biosimilars 45 mg syringe are not indicated for use in ulcerative colitis.

NOTE: If the initial infusion will be billed through the pharmacy benéefit (i.e., specialty pharmacy trying to
process the 130 mg/26 mL intravenous solution), in Darwin enter PA, OQL, DS only by GPI as listed below,
enter 1 in the max number of claims authorized, max quantity 104, min and max day supply 56) with a
duration of 1 month. This will be in addition to the authorization above. Also, you will need to update the QL
for the letter to the following:
* QL FOR LETTER: Intravenous loading dose: 104 mL per 56 days; 90 mg Syringe maintenance
dose: 1 mL per 56 days

BRAND/BIOSIMILAR NAME GPI for 130/26 mL IV Solution
Stelara or Ustekinumab (unbranded) 52504070002020
Otulfi 52504070802020
Pyzchiva and Ustekinumab-ttwe 52504070752020
Selarsdi 52504070022020




Stegeyma 52504070782020

Wezlana 52504070032020

Yesintek 52504070792020

Imuldosa (Not yet commercially available)
FORMULARY ALTERNATIVES:

Amjevita*, adalimumab-FKJP*, Hadlima*, Yusimry*, Rinvoq*, Simponi*, Xeljanz/XR*, Yesintek*
*prior authorization required

Yesintek 130 mg/26 mL vials for IV infusion will process as a medical benefit. It should be added to the
medical benefit cost share list. When processed at a specialty pharmacy, Yesintek should be added to
the Specialty tier or Brand NP tier for members with a three tier benefit. The following additional prior
authorization criteria will apply:

Medical Benefit Policy Preferred Ustekinumab biosimilars (Yesintek)
Commercial/Marketplace/CHIP

Crohn’s Disease (CD)

Prescription must be written by a gastroenterologist AND

e Member must be at least 18 years of age AND

e Medical record documentation of moderately to severely active Crohn’s disease AND
e Medical record documentation of one of the following:

o Medical record documentation of therapeutic failure on, intolerance to, or contraindication
to corticosteroids AND immunomodulators (e.g. azathioprine and 6-mercaptopurine) OR
medical record documentation of a therapeutic failure on or intolerance to prior biologic
therapy OR

o Medical record documentation of moderate/high risk patient as defined by age at initial
diagnosis less than 30 years, extensive anatomic involvement, perianal and/or severe
rectal disease, deep ulcers, prior surgical resection, and structuring and/or penetrating
behavior AND

e Medical record documentation that Yesintek is not being used concurrently with a TNF blocker or
other biologic agent AND
e Medical record documentation of Yesintek 130mg vials as IV infusion (for induction therapy)

AUTHORIZATION DURATION: Approval will be given for an initial authorization duration of six (6)
months.
QUANTITY LIMIT:
Initial Authorization:
e  One-time authorization:
o Facets Rx Count: 520 (J-Code will be added when available)
o Quantity Limit: 104 mL per 56 days GPI 14 for Yesintek 130 mg vial
o Quantity limit: 1mL per 56 days GPI 14 for Yesintek 90mg Syringe

Ulcerative Colitis

Prescription must be written by a gastroenterologist AND

Member must be at least 18 years of age AND

Medical record documentation of moderately to severely active ulcerative colitis AND

Medical record documentation of therapeutic failure on, intolerance to, at least one conventional

therapy: corticosteroids, aminosalicylates, or immunomodulators (azathioprine or 6-

mercaptopurine (6-MP)) AND

e Medical record documentation that Yesintek is not being used concurrently with a TNF blocker or
other biologic agent AND

e Medical record documentation of Yesintek 130mg vials as IV infusion (for induction therapy)



AUTHORIZATION DURATION: Approval will be given for an initial authorization duration of six (6)
months.
QUANTITY LIMIT:
Initial Authorization:
e One-time authorization:
o Facets Rx Count: 520 (Jcode will be added when available)
o Quantity Limit: 104 mL per 56 days GPI 14 for Yesintek 130 mg vial
o Quantity limit: 1mL per 56 days GPI 14 for Yesintek 90mg Syringe

Medical Benefit Policy 75.0 Stelara IV and Non-preferred Ustekinumab biosimilars
Commercial/Marketplace/CHIP
Crohn’s Disease (CD)
*  Prescription must be written by a gastroenterologist AND
* Member must be at least 18 years of age AND
* Medical record documentation of moderately to severely active Crohn’s disease AND
* Medical record documentation that Stelara or Ustekinumab biosimilar is not being used
concurrently with a TNF blocker or other biologic agent AND
* Medical record documentation of therapeutic failure on, intolerance to, or contraindication to
Yesintek* AND
* Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on a
minimum 3-month trial of three (3) of the following medications: a preferred adalimumab product®,
Cimzia*, Entyvio*, infliximab (or biosimilar) *, or Tysabri* AND (Does not apply to Medical
benefit policy for Medicare)
* Medical record documentation of Stelara or Ustekinumab biosimilar 130mg vials as IV infusion
(for induction therapy)

*Requires Prior Authorization
AUTHORIZATION DURATION: Approval will be given for an initial authorization duration of six (6)
months.
QUANTITY LIMIT:
Initial Authorization:
e One-time authorization:
o Facets Rx Count: 520 (HCPCS listed below, will be added and updated as they become

available
o Quantity ?_imit: 104 mL per 56 days GPI 14 for Stelara or Ustekinumab biosimilar 130 mg

vial
BRAND/BIOSIMILAR NAME GPI for 130/26 mL IV Solution HCPCS
Stelara or Ustekinumab 52504070002020 J3358
(unbranded)
Otulfi 52504070802020 Q9999
Pyzchiva or Ustekinumab-ttwe 52504070752020 Q9997
Selarsdi 52504070022020 Q9998
Stegeyma 52504070782020 TBD
Wezlana 52504070032020 Q5138
Yesintek 52504070792020 TBD
Imuldosa (Not yet commercially available) TBD

o Quantity limit: 1mL per 56 days GPI 14 for Stelara or Ustekinumab biosimilar 90mg
Syringe

Ulcerative Colitis
e Prescription must be written by a gastroenterologist AND
e Member must be at least 18 years of age AND



e Medical record documentation of moderately to severely active ulcerative colitis AND
e Medical record documentation that Stelara is not being used concurrently with a TNF blocker or

other biologic agent AND

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

Yesintek* AND

e Medical record documentation of an intolerance to, contraindication to, or therapeutic failure on a
minimum 3-month trial of three (3) of the following medications: a preferred adalimumab product®,
Entyvio*, Rinvog*, Simponi*, Xeljanz/Xeljanz XR*, and/or infliximab (or biosimilar)* AND (Does
not apply to Medical benefit policy for Medicare)

e Medical record documentation of Stelara or Ustekinumab biosimilar 130mg vials as IV infusion

(for induction therapy)

*Requires Prior Authorization

AUTHORIZATION DURATION: Approval will be given for an initial authorization duration of six (6)

months.
QUANTITY LIMIT:
Initial Authorization:
e One-time authorization:

o Facets Rx Count: 520 (J3358 — Ustekinumab V)
o Quantity Limit: 104 mL per 56 days GPI 14 for Stelara or Ustekinumab biosimilar 130 mg

vial
BRAND/BIOSIMILAR NAME GPI for 130/26 mL IV Solution HCPCS
Stelara or Ustekinumab 52504070002020 J3358
(unbranded)
Otulfi 52504070802020 Q9999
Pyzchiva or Ustekinumab-ttwe 52504070752020 Q9997
Selarsdi 52504070022020 Q9998
Stegeyma 52504070782020 TBD
Wezlana 52504070032020 Q5138
Yesintek 52504070792020 TBD
Imuldosa (Not yet commercially available) TBD

o Quantity limit: 1mL per 56 days GPI 14 for Stelara or Ustekinumab biosimilar 90mg

Syringe

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

to the committee.

IV Iron Class Review
Review: Medical benefit only

Drug Generic AWP per cycle | ASP per cycle Proposed Formulary
Available Position Inclusive of
Generic
(Preferred/Nonpreferred)
Infed No $405.80 $346.40 Preferred
Venofer No $756.60 $237.00 Preferred
Ferrlecit Yes $170.08 $154.40 Preferred
Feraheme Yes $2,172.84 $334.56 Preferred
Injectafer No $3,681.48 $1,690.50 Nonpreferred
Monoferric No $4,214.05 2,082.00 Nonpreferred




Intravenous (V) iron medications are a group of drugs that do not currently require a prior authorization
with GHP for non-Medicaid lines of business. The PDL has IV iron drugs separated into preferred and
nonpreferred categories with the nonpreferred drugs requiring prior authorization. A thorough analysis of
all IV iron drugs was done and it was found that there is a large price difference among the drugs. There
would be substantial savings for GHP if Injectafer and Monoferric were nonpreferred and Infed, Venofer,
Ferrlecit, and Feraheme were preferred. The preferred drugs include appropriate choices for pregnancy
and pediatric patients.

Laboratory Evaluation

Ferritin testing is the first-line initial test because iron deficiency is the only cause of low ferritin. If there is
an inflammatory condition or other reason to expect an acute phase reaction, iron studies can be done. A
ferritin < 30 ng/ml or TSAT < 20% are confirmatory of iron deficiency.

Oral Iron vs. IV Iron

Oral iron is first line for most patients with iron deficiency anemia. If not tolerated, measures can be taken
to increase tolerability, including every other day dosing, lowering the dose, using a different formulation,
and taking with food. Oral iron may not be appropriate for patients who have bleeding that is too great for
oral iron to compensate, patients who have permanently impaired gastrointestinal absorption, patients
who are in the second or third trimester of pregnancy, patients who do not tolerate oral iron, and patients
who need surgery. Iron labs should be reassessed approximately 4 weeks after initiating iron to
reevaluate if the deficiency remains.

Allergic Reactions

True anaphylaxis to IV iron is very rare. The vast majority of reactions to IV iron are infusion reactions and
should be treated as such. Population-based studies in the United States have reported that the risk of
anaphylaxis was 4.0-6.8 per 10,000 for first IV Infed administrations and 2.0-2.4 per 10,000 for first IV iron
non-Infed administrations. The data presented in the table are from the U.S. Food and Drug
Administration Adverse Event Reporting System Database from January 2014-December 2019 in
individuals 6 years of age and older.

Hypersensitivity Anaphylactic Deaths (n) Adjusted

Reaction (n) Reaction (n) Incidence Rate

of Anaphylaxis

in 10,000 First

Administrations

(Medicare only)
Iron dextran 57 22 4 9.8
Iron Sucrose 212 43 7 1.2

Ferumoxytol 196 67 23 4
Ferric 401 51 1 0.8
carboxymaltose

Pediatrics

There are multiple 1V iron products that are approved for use in pediatrics. Infed is approved for children =
4 months of age. Venofer is approved for children = 2 years of age. Ferrlecit is approved for children = 6
years of age. All three drugs are proposed to be preferred for GHP members.

Pregnancy

There are multiple 1V iron products that are approved for use in pregnancy. Venofer and Ferrlecit are
pregnancy category B. Infed and Feraheme are pregnancy category C.

Conclusion: There are currently six different IV iron drugs on the market. The efficacy among the six
drugs is similar and there is not one specific drug that is far superior to the others. The safety profile is
similar among the six drugs, and all can cause anaphylactic and infusion reactions. The proposed
preferred IV iron drug list provides options and pediatric and pregnant patients. The price difference
between the proposed preferred and nonpreferred IV iron drugs is substantial.




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 (26 approved, 0 rejected).

Financial Discussion: No comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (27 approved, 0 rejected).

Outcome: It is recommended to list Injectafer (ferric carboxymaltose) and Monoferric (ferric
derisomaltose) as nonpreferred for GHP Commercial/Exchange/CHIP members. Prior authorization will
be required for these two drugs. The following prior authorization criteria will apply to Injectafer and
Monoferric.

e Medical record documentation of iron deficiency anemia as confirmed by ferritin < 30 ng/ml no
greater than 3 months old or transferrin saturation (TSAT) < 20% no greater than 6 months old
AND

e Medical record documentation that the member is age-appropriate to receive the intravenous iron
medication based on the FDA-approved label AND

e One of the following:

O Medical record documentation of failure on, intolerance to or contraindication to one (1)
oral iron medication based on repeat iron labs completed after at least 4 weeks of oral
iron administration

OR
o Medical record documentation that oral iron is medically inappropriate for the member*

AND

e Medical record documentation of failure on, intolerance to or contraindication to three (3) of the
following: Infed (iron dextran complex), Venofer (iron sucrose), Ferrlecit (sodium ferric gluconate
complex), Feraheme (ferumoxytol) 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

If a brand drug is being requested when a therapeutically equivalent generic drug exists:

o Medical record documentation of a therapeutic failure of, or intolerance to the generic
formulary agent(s) OR

o Medical record documentation of an intolerance to or contraindication to the inactive
ingredients of the generic formulary agent(s)

* Oral iron may not be medically appropriate for patients who have bleeding that is too great for oral iron
to compensate, patients who have permanently impaired gastrointestinal absorption, patients who are in
the second or third trimester of pregnancy, patients who do not tolerate oral iron, and patients who need
surgery.

AFormulary preferred intravenous iron medication are Infed (iron dextran complex), Venofer (iron
sucrose), Ferrlecit (sodium ferric gluconate complex), and Feraheme (ferumoxytol)

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:
e Medical record documentation of improvement from baseline but the member requires repeat
treatment with 1V iron AND
o Updated iron studies indicating ferritin < 30 ng/ml no greater than 3 months old OR transferrin
saturation (TSAT) < 20% no greater than 6 months old.



The medication will no longer be covered if the 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

EBGLYSS QL UPDATE

Recommendation: The following updates are made to the Ebglyss Quantity Limits to ensure that the
correct amount is approved for the loading dose and maintenance fills:

e Initial Approval
o Induction dosing of 500 mg at week 0 and week 2, followed by 250 mg every 2 weeks
until week 16 or later. Maintenance dosing of 250 mg every 4 weeks.

1. In PA Hub: Add Treat as “Include” Process Modifier, Ignore Misc Handler, enter 1
in max number of claims authorized, max quantity dispensed 8, maximum day
supply 28 with a duration of two-weeks.

2. In NCRx: Add Treat as “Include” Process Modifier, Ignore Misc Handler, enter 3
in max number of claims authorized, max quantity dispensed 4, maximum day
supply 28 with a duration of 12 weeks.

3. In NCRx: Add Treat as “Include” Process Modifier with a start date 1 day after the
2/28 loading dose ends for the remainder of the authorization.

= QL FOR LETTER: Loading dose: 8 mL per 28 days for 1 fill following by
4 mL per 28 days for 3 fills, Maintenance dose: 2 mL per 28 days
e Renewal -
o 250 mg every 4 weeks

1. In PA Hub: Add Treat as “Include” Process Modifier, quantity limit does not need

to be entered into the authorization.
= QL FOR LETTER: 2 mL per 28 days

Discussion: No comments or questions (29 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.

ADALIMUMAB BIOSIMILAR UPDATE

Background: In order to optimize purchasing opportunities for adalimumab biosimilars it is recommended
to update the formularies to include Amjevita as the sole preferred adalimumab biosimilar.

Recommendation: Move adalimumab-FKJP, Hadlima, and Yusimry to non-formulary effective 8/1/2025
for Commercial/Self-Insured formularies and 1/1/2026 for ACA/Medicare/CHIP formularies.

e Remove adalimumab-FKJP, Hadlima, and Yusimry from policy 84.0

e Add Amjevita 10 mg/0.20 mL prefilled syringe NDC 55513-0413-01 to:

2 Tier/CHIP 3 Tier 4 Tier ACA
Tier 2 Tier 3 Tier 4 Tier 6

e Add adalimumab-FKJP, Hadlima, and Yusimry to policy 788.0

e Update Commercial policy 788.0:

o For adult rheumatoid arthritis, polyarticular juvenile idiopathic arthritis or juvenile
rheumatoid arthritis, psoriatic arthritis, ankylosing spondylitis, Crohn’s disease,
plaque psoriasis, adult ulcerative colitis, adult hidradenitis suppurativa, adult non-
infectious intermediate, posterior, and panuveitis

= An exception for coverage of Abrilada, Cyltezo, Adalimumab-adbm
(unbranded Cytezo), HaTMUEBEERIRREREACHA VAR,

Hulio, Humira, Hyrimoz, Adalimumab-adaz (unbranded Hyrimoz), Idacio,




Simlandi, Yuflyma, or NSyl may be made for members who meet the
following criteria:

e Medical record documentation of therapeutic failure on, intolerance
to, or contraindication to Amjevita _
Hadlima AND-Yusieaey
e Update GHPADALIM Quick Code to include only Amjevita
o Update the formulary alternative section of all policies that require failure of adalimumab to
reflect only Amjevita

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.

BUNAVAIL & ZUBSOLV POLICY UPDATES

Background: In January of 2023 the DEA announced that an X-Waiver would no longer be required for
providers to prescribe buprenorphine products. The existing policy for Zubsolv still includes this criterion
and requires update. The existing policy also currently allows for an initial approval of 3 months and
subsequent approvals of 12 months. After review of prior authorization data it was determined that 100%
of renewals were approved and the authorization duration should be removed.

Additionally, the manufacturer of Bunavail discontinued the product and therefore the policy should be
retired.

Recommendation: A formulary exception for coverage of Zubsolv may be made for members who
meet the following criteria:

be prescri

e Must bed for the treatment of opioid dependence and-the-preseribermust-havea
HRigy atio Siasie jssuyed-by-the Drug-Enfo Poche =t ertifying

croosdblngnnthorb e sbusenneohins connie.

e Member must be initially referred to and actively involved in formal counseling with a licensed
behavioral health provider. Must provide the name of counselor and/or facility or rationale for

e Behavioral health vendor and/or plan case managers may contact prescriber, member, or
counselor/facility to ensure compliance with these requirements. Continued approval for the
drug is dependent on cooperation with this effort AND

e Medical record documentation of rationale for why the member cannot use
buprenorphine/naloxone SL tablets AND buprenorphine/naloxone SL films

MEDISPAN AUTHORIZATION LEVEL: GPI-12

QUANTITY LIMIT: No QLs need to be entered within the authorization unless the requested
quantity exceeds the QL.



e QLFORLETTER ONLY: 34 day supply per fill
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.

BOTULINUM TOXIN UPDATE

Background: It is recommended to add general age criteria to MBP 11.0 Botulinum Toxin and Derivatives
(Botox, Daxxify, Dysport, Myobloc, Xeomin) in order to ensure the appropriate patient population is
receiving medication for all of the indications listed in the policy.

MBP 11.0 Botulinum Toxin and Derivatives (Botox, Daxxify, Dysport, Myobloc, Xeomin)

Botulinum Toxin Type A, onabotulinumtoxinA (Botox) is considered to be medically necessary for the
commercial, exchange, and CHIP lines of business for following indications when the following criteria are
met (Note: The Medicare line of business is reviewed according to Centers for Medicare and Medicaid
Services [CMS] Local Coverage Determination [LCD]):

e Medical record documentation that the proposed injection sites and dosage regimen are
consistent with Food and Drug Administration (FDA)-approved package labeling, nationally

recoinized comiendia, or ieer-reviewed medical literature for the reﬁuested indication AND

e Medical record documentation of a diagnosis of: [see MBP 11.0 for continued criteria]

Botulinum Toxin Type A, daxibotulinumtoxinA-lanm (Daxxify), is considered to be medically necessary
for the commercial, exchange, and CHIP lines of business for following indications when the following
criteria are met (Note: The Medicare line of business is reviewed according to Centers for Medicare and
Medicaid Services [CMS] Local Coverage Determination [LCD]):

e Medical record documentation of a diagnosis of see MBP 11.0 for continued criteria]

Botulinum Toxin Type A, AbobotulinumtoxinA (Dysport), is considered to be medically necessary for
the commercial, exchange, and CHIP lines of business for following indications when the following criteria
are met (Note: The Medicare line of business is reviewed according to Centers for Medicare and Medicaid
Services [CMS] Local Coverage Determination [LCD]):

e Medical record documentation that the proposed injection sites and dosage regimen are
consistent with Food and Drug Administration (FDA)-approved package labeling, nationally

recoinized comiendia, or ieer-reviewed medical literature for the reﬁuested indication AND

e Medical record documentation of a diagnosis of: [see MBP 11.0 for continued criteria]




Botulinum Toxin Type A, IncobotulinumtoxinA (Xeomin), is considered to be medically necessary for
the commercial, exchange, and CHIP lines of business for following indications when the following criteria
are met (Note: The Medicare line of business is reviewed according to Centers for Medicare and Medicaid
Services [CMS] Local Coverage Determination [LCD]):

e Medical record documentation that the proposed injection sites and dosage regimen are
consistent with Food and Drug Administration (FDA)-approved package labeling, nationally

recognized compendia, or peer-reviewed medical literature for the requested indication AND

e Medical record documentation of a diagnosis of: [see MBP 11.0 for continued criteria]

Botulinum Toxin Type B, RimabotulinumtoxinB (Myobloc), is considered to be medically necessary for
the commercial, exchange, and CHIP lines of business for following indications when the following criteria
are met (Note: The Medicare line of business is reviewed according to Centers for Medicare and Medicaid
Services [CMS] Local Coverage Determination [LCD]):

e Medical record documentation that the proposed injection sites and dosage regimen are
consistent with Food and Drug Administration (FDA)-approved package labeling, nationally

recoinized comiendia, or ieer-reviewed medical literature for the reiuested indication AND

e Medical record documentation of a diagnosis of: [see MBP 11.0 for continued criteria]

Discussion: Dr. Yarczower asked if any of these products are currently rebated. Keith and Austin replied
that there are currently no rebates available for the product presented but we will confirm with Expion that
nothing has changed since our last review. No additional comments or questions (31 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.

SAPHNELO

Background: On PARP review, it was recommended to GHP to closely align policy criteria with the FDA
approved limitation of use.

Recommendation: It is recommended to update the prior authorization criteria of MBP 249.0 Saphnelo to
align with the FDA approved limitations of use.

MBP 249.0 Saphnelo (anifrolumab-fnia)
e Medical record documentation that member does not have severe active lupus nephritis or severe
active central nervous system lupus AND

Discussion: No comments or questions (30 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.



DUR Update

Background: The January 2025 and May 2025 DUR and adherence update was presented at P&T. See
full packet for details.

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

Meeting adjourned at 3:57 pm.
The next bi-monthly scheduled meeting will be held on July 8t, 2025, at 1:00 pm.

Meeting will be held virtually via phone/Microsoft Teams.



