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Call to Order:

Dr. Bret Yarczower called the meeting to order at 1:02 p.m., Tuesday, January 13, 2026.




Review and Approval of Minutes:
Dr. Bret Yarczower asked for a motion or approval to accept the October 2025 e-vote and November 11,
2025 minutes as written. Minutes approved unanimously. None were opposed.

DRUG REVIEWS

INLURIYO (imlunestrant)

Review: Inluriyo is indicated for the treatment of adults with ER-positive, HER2-negative, ESR1- mutated
advanced or metastatic breast cancer with disease progression following at least one line of endocrine
therapy. It is an estrogen receptor (ER) antagonist that binds to and leads to the degradation of Era. This
results in inhibition of ER-dependent gene-transcription and cellular proliferation of ER+ breast cancer
cells. Inluriyo is the second selective estrogen receptor degrader (SERD) indicated for ER+, HER2-,
ESR1 mutated advanced or metastatic breast cancer. Orserdu has similar indications but is limited to
postmenopausal women and men.

The recommended dosage of Inluriyo is 400 mg orally once daily until disease progression or
unacceptable toxicity. Pre/perimenopausal women and men should receive a gonadotropin-releasing
hormone agonist (GnRH) according to current clinical practice standards. In the event of an adverse
reaction, the recommended dosage is 200 mg tablets daily. Patients unable to tolerate 200 mg tablets
should discontinue treatment. Inluriyo is supplied as film coated 200 mg tablets in 28- or 56-count bottles.

The efficacy of Inluriyo was evaluated in the EMBER-3 trial, a randomized, open-label, active controlled
trial in 874 adult patients with ER+, HER2-, locally advanced or metastatic breast cancer who were
previously treated with an aromatase inhibitor either alone or in combination with a CDK4/6 inhibitor.
Patients were excluded if they were eligible to receive a PARP inhibitor. Patients were required to have
progressed within 12 months of completing neoadjuvant or adjuvant aromatase inhibitor therapy with no
systemic treatment for recurrent disease or greater than 12 months after neoadjuvant or adjuvant
endocrine therapy or de novo metastatic disease and had progressed on only one line of aromatase
inhibitor therapy.

Patients were randomized 1:1:1 to Inluriyo 400 mg once daily, investigator’s choice of endocrine therapy
(fulvestrant or exemestane) or a third investigational combination regimen. The major efficacy outcome
measure was investigator assessed progression-free survival (PFS) according to RECIST v1.1. Other
efficacy measures included overall survival (OS), BICR-assessed PFS, and objective response rate
(ORR).

Most patients had visceral metastasis (59%) at baseline. Of the patients enrolled, 21% had received no
endocrine therapy and 79% had received one line of endocrine therapy in the advanced or metastatic
setting. Overall, 70% of patients were treated with a prior CDK4/6i, 2.3% treated in the adjuvant setting
and 67% treated in the advanced or metastatic setting.

Efficacy results showed a statistically significant difference in investigator-assessed PFS in the ESR1m
population compared to investigator’s choice of endocrine therapy (Table 4). PFS based on BIRC was
consistent with investigator assessment. At the time of PFS analysis, overall survival data was immature
with 31% of deaths in the ESR1m population.



Table 4. Efficacy results in the ESR1m population in EMBER-3

INLURIYO Fulvestrant or Exemestane
N=138 N=118
Progression-free Survival (PFS)>®
Number of PFS Events, n (%) 109 (79) 102 (86)
Median in months (95% CI) 5.5(3.9,7.4) 3.8(3.7,5.5)
Hazard Ratio (95% Cl)° 0.62 (0.46, 0.82)
p-value? 0.0008
Objective Response Rate®
Patients with Measurable 112 91
Disease
ORR (95% Cl) 14.3 (7.8, 20.8) 7.7(2.2,13.2)
Complete response rate, % 0.9 0
Partial response rate, % 13.4 7.7
Investigator Assessed

per RECIST v1.1
Based on the stratified Cox proportional hazard model
Two-sided p-value based on stratified log-rank test (compared to a significance level of 0.04)

coow

There are no black box warnings for Inluriyo. Warnings include risk of embryo fetal toxicity based on
animal findings and the mechanism of action. Serious adverse events occurred in 10% of patients treated
with Inluriyo, most commonly pleural effusion. Fatal adverse reactions occurred in 1.8% of patients
treated with Inluriyo, including cardiac arrest, acute myocardial infarction, right ventricular failure,
hypovolemic shock, and upper gastrointestinal hemorrhage (each 0.3%).

The safety and efficacy of Inluriyo has not been established in pediatric patients. Of the 327 patients who
received Inluriyo in EMBER-3, 118 patients were 65 years or older and 37 patients were 75 years or
older. No overall differences in safety and efficacy of Inluriyo have been observed between older and
younger patients.

The dosage of Inluriyo should be reduced in patients with moderate or severe hepatic impairment. No
dosage modification is recommended for patients with mild 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: Dr. Yarczower asked if they reported the percentage of patients overall that
stopped Inluriyo due to adverse reaction? Kim will investigate. How durable was the response to
therapy? The median progression free survival was 5.5 months. When they are reporting outcomes, do
they include in the population the patients who dropped out of the studied or passed away? The
assumption is those patients are still included in reported results. No additional comments or questions.
The committee unanimously voted to accept the recommendations as presented. None were opposed (35
approved, 0 rejected).

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

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

2 Tier/CHIP 3 Tier 4 Tier ACA

Tier 2 — Brand (Oral Tier 3 — Brand NP (Oral | Tier 3 —Brand NP (Oral | Tier 1 — Brand NP (Oral
Oncology $0 Copay) Oncology $0 Copay) Oncology $0 Copay) Oncology $0 Copay)

e Medical record documentation that Inluriyo is written by a hematologist and/or oncologist AND

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

e Medical record documentation of a diagnosis of estrogen receptor (ER)-positive, human
epidermal growth factor receptor 2 (HER2)-negative advanced or metastatic breast cancer AND




e Medical record documentation of the presence of ESR1 mutations using an FDA-approved test
AND

e Medical record documentation of disease progression following at least one line of endocrine
therapy

GPI LEVEL: GPI-12

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

QUANTITY LIMIT: 2 tablets per day, 28 day supply per fill

RPH SIGNOFF REQUIRED: Yes

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

BLENREP (belantamab mafodotin-blmf)

Review: Blenrep is a B-cell maturation antigen (BCMA)-directed antibody indicated in combination with
bortezomib and dexamethasone for the treatment of adult patients with relapsed or refractory multiple
myeloma who have received at least two prior lines of therapy, including a proteasome inhibitor and an
immunomodulatory agent. Blenrep previously received accelerated approval for fifth line treatment R/R
MM but was subsequently withdrawn when it failed to meet confirmatory trial endpoint of superiority over
Pomalyst + dexamethasone.

The recommended dosage of Blenrep is 2.5 mg/kg of actual body weight once every three weeks in
combination with bortezomib and dexamethasone (BVd) for the first 8 cycles followed by Blenrep 2.5
mg/kg of actual body weight once every 3 weeks as a single agent until disease progression or
unacceptable toxicity. Blenrep is administered as an intravenous infusion over 30 minutes. In the event of
adverse reactions, Blenrep can be reduced to 1.9 mg/kg IV every 3 weeks, and then further reduced to
1.9 mg/kg IV every 9 weeks. Blenrep is supplied as a single-dose vial for reconstitution containing 70 mg
of belantamab mafodotin-bimf.

The efficacy for the new indication was evaluated in the DREAMM-7 trial, which compared Blenrep +
bortezomib + dexamethasone (BVd) to daratumumab + bortezomib + dexamethasone (DVd) in an open-
label, randomized study in adult patients with relapsed or refractory multiple myeloma. Patients received
at least one prior line of therapy and had documented disease progression during or after their most
recent line of treatment. Patients who were refractory or intolerant to daratumumab or bortezomib, or with
prior exposure to anti-BCMA therapy were excluded. Patients with existing corneal disease, except for
mild punctate keratopathy, were excluded.

Patients were randomized 1:1 to one of the following:

e BLENREP 2.5 mg/kg (IV) every 3 weeks on Day 1 of each 21-day cycle. Bortezomib 1.3 mg/m2
(subcutaneously) on Days 1, 4, 8, and 11 and dexamethasone 20 mg (IV or orally) on the day of,
and the day after, bortezomib treatment of Cycles 1-8 (21-day cycles). From Cycle 9 onward,
treatment with BLENREP was continued as a single agent.

e Daratumumab 16 mg/kg (IV) every week for Cycles 1-3 and every 3 weeks for Cycles 4-8.
Bortezomib 1.3 mg/m2 (subcutaneously) on Days 1, 4, 8, and 11 and dexamethasone 20 mg (IV



or orally) on the day of, and the day after, bortezomib treatment of Cycles 1-8 (21-day cycles).
From Cycle 9 onward, treatment with daratumumab was continued as a single agent.

Treatment with Blenrep and daratumumab were continued until disease progression or unacceptable
toxicity.

A total of 217 patients who received at least two prior lines of therapy, including a proteasome inhibitor
and immunomodulatory agent, were evaluated for efficacy: 108 in the BVd arm and 109 in the DVd arm.
The median number of prior lines of therapy was 3 (range: 2 to 7); 2% received a prior anti-CD38
monoclonal antibody, and 71% previously received autologous stem cell transplantation. Overall, 19% of
patients were refractory to proteasome inhibitors and 59% were refractory to immunomodulatory agent.

Efficacy was established based on progression free survival (PFS) and overall survival (OS). Results are
shown in Table 8.

Table 8. Efficacy Results from DREAMM-7

BLENREP + Daratumumab +
Bortezomib and Dexamethasone | Bortezomib and Dexamethasone
N=108 N=109
Progression-Free Survival (PFS)*b<

Number (%) of patients with event 42 (39) 73 (67)

Median in months (95% CI)* 31.3(23.5,NR) 10.4 (7, 13.4)

Hazard ratio (95% CI)* 0.31(0.21,047)

Overall Survival (08)*f

Number (%) of patients with event 33(31) 57(52)

Median in months (95% CI)* NR (NR, NR) 35.7(21.1, NR)

Hazard ratio (95% CI)* 0.49 (0.32, 0.76)

Overall Response Rate 81.5 56.9
(ORR)*be2, % (72.9, 88.3) (47, 66.3)

(95% CI)

Stringent complete response (sCR), 15(13.9) 4(3.7)

n (%)

Complete response (CR), n (%) 19(17.6) 5(4.6)

Very good partial response 34 (31.5) 23 (21.1)

(VGPR), n (%)

Partial response (PR), n (%) 20(18.5) 30 (27.5)
Minimal Residual Disease (MRD) 25(23.1) 3(2.8)
Negativity Rate®™", n (%)

95% CI (15.6,32.2) (0.6, 7.8)
MRD Negativity Rate in Patients
with CR or Betterb

Number of patients with CR or 34 9

better

MRD negativity rate, n (%) 25(73.5) 3(33.3)

(95% CI) (55.6,87.1) (7.5, 70.1)

NR = not reached. a Based on all randomized patients who received at least two prior lines of therapy, including a proteasome
inhibitor and immunomodulatory agent. b Median follow-up of 27.9 months. ¢ Response was based on Independent Review
Committee per International Myeloma Working Group criteria. d By Brookmeyer and Crowley method. e Based on stratified Cox
regression model. f Median follow-up of 38.7 months. g ORR: sCR+CR+VGPR+PR. h Assessed by next generation sequencing
assay (clonoSEQ) at 10-5 threshold.



In patients who achieved response, the median time to response was 1.43 months in the BVd arm and
1.03 months in the DVd arm.

Safety concerns are consistent with the known safety profile of Blenrep. It includes a black box warning
for Ocular toxicity as Blenrep can cause changes in the corneal epithelium resulting in changes in vision,
including severe visual impairment, and symptoms such as blurred vision and dry eyes. Based on this
risk, Blenrep is only available through a REMS program.

Other warnings and precautions include risk of thrombocytopenia and embryo-fetal toxicity. During the
DREAMM-7 trial, Serious adverse reactions occurred in 50% of patients and included pneumonia,
pyrexia, thrombocytopenia, COVID-19, upper respiratory tract infection, sepsis, second primary
malignancy, and anemia. Fatal adverse reactions occurred in 10% of patients who received BVd and
included pneumonia, sepsis, COVID-19, respiratory failure, and intracranial hemorrhage. Permanent
discontinuation occurred in 17% of patients. Dose interruptions and reductions occurred in 78% and 36%
of patients, respectively. The most common adverse reactions reported were BCVA, corneal exam
findings, blurred vision, dry eye, photophobia, foreign body sensation in eyes, eye irritation, upper
respiratory tract infection, hepatotoxicity, eye pain, diarrhea, fatigue, pneumonia, cataract, and COVID-19.
The most common Grade 3 or 4 laboratory abnormalities were decreased platelets, decreased
lymphocytes, decreased neutrophils, decreased white blood cells, decreased hemoglobin, and increased
gamma glutamyltransferase.

The safety and efficacy of Blenrep has not been established in pediatric patients. Of 242 patients who
received Blenrep in DREAMM-7, 121 patients were aged 65 years and older and 37 patients were 75
years or older. No overall differences in safety were observed between older and younger patients. Trials
did not include sufficient numbers of patients to determine if the efficacy of Blenrep in older patients
differs from that in younger patients.

No dosage adjustment is recommended in patients with mild hepatic impairment. The recommended
dosage has not been established in patients with moderate or severe hepatic impairment.

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

Clinical Discussion: Dr. Yarczower asked if there is a REMS program if it prevents Geisinger from
obtaining the drug? Ben Andrick commented that Geisinger is typically able to access REMS
medications. Each time it is dispensed a code is associated with that dispense to monitor the patient for
ocular toxicity. Ben is speaking from the perspective of the hematology/oncology clinics. No additional
comments or questions. The committee unanimously voted to accept the recommendations as presented.
None were opposed (35 approved, 0 rejected).

Financial Discussion: Aubrielle commented that Blenrep is configured as buy and bill only within the
pharmacy claims system. Recommend that this product is not added to the pharmacy formulary. No
additional comments or questions. The committee unanimously voted to accept the recommendations as
presented. None were opposed (33 approved, 0 rejected).

Outcome: Blenrep will process as a medical benefit for Commercial, Marketplace, and GHP Kids
members. It will be added to the medical benefit cost share list. The following prior authorization criteria
will apply:
¢ Medical record documentation of age greater than or equal to 18 years AND
e Medical record documentation that Blenrep is prescribed by a hematologist or oncologist AND
e Medical record documentation the Blenrep will be given in combination with bortezomib and
dexamethasone for the first 8 cycles then continued as a single agent AND
e Medical record documentation of relapsed or refractory multiple myeloma AND
e Medical record documentation that member has received at least two prior lines of therapy,
including a proteasome inhibitor and an immunomodulatory agent



GPI LEVEL: GPI-12

AUTHORIZATION DURATION: Initial approval will be for 6 months or less if the reviewing provider
feels it is medically appropriate. Subsequent approvals will be for an additional 6 months or less if the
reviewing provider feels it is medically appropriate and will require medical record documentation of
continued disease improvement or lack of disease progression. The medication will no longer be
covered if patient experiences toxicity or worsening of disease.

RPH SIGNOFF REQUIRED: yes

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

KEYTRUDA QLEX (pembrolizumab/berahyaluronidase alfa-pmph)

Review: Keytruda Qlex is a new subcutaneous formulation of Keytruda indicated for the following:
Melanoma

e for the treatment of adult patients with unresectable or metastatic melanoma.

o for the adjuvant treatment of adult and pediatric patients 12 years and older with Stage 1IB, IIC, or
[l melanoma following complete resection.

Non-Small Cell Lung Cancer (NSCLC)

e in combination with pemetrexed and platinum chemotherapy, as first-line treatment of adult
patients with metastatic nonsquamous NSCLC, with no EGFR or ALK genomic tumor aberrations.

e in combination with carboplatin and either paclitaxel or paclitaxel protein-bound, as first-line
treatment of adult patients with metastatic squamous NSCLC.

e as a single agent for the first-line treatment of adult patients with NSCLC expressing PD-L1
[Tumor Proportion Score (TPS) 21%] as determined by an FDA-approved test, with no EGFR or
ALK genomic tumor aberrations, and is:

o Stage Ill where patients are not candidates for surgical resection or definitive
chemoradiation, or
o metastatic.

e as a single agent for the treatment of adult patients with metastatic NSCLC whose tumors
express PD-L1 (TPS 21%) as determined by an FDA-approved test, with disease progression on
or after platinum-containing chemotherapy. Patients with EGFR or ALK genomic tumor
aberrations should have disease progression on FDA-approved therapy for these aberrations
prior to receiving Keytruda Qlex.

e for the treatment of adult patients with resectable (tumors =4 cm or node positive) NSCLC in
combination with platinum-containing chemotherapy as neoadjuvant treatment, and then
continued as a single agent as adjuvant treatment after surgery.

e as a single agent, for adjuvant treatment following resection and platinum-based chemotherapy
for adult patients with Stage 1B (T2a 24 cm), Il, or 1A NSCLC.

Malignant Pleural Mesothelioma (MPM)

e in combination with pemetrexed and platinum chemotherapy, as first-line treatment of adult

patients with unresectable advanced or metastatic MPM.
Head and Neck Squamous Cell Cancer (HNSCCQC)

e for the treatment of adult patients with resectable locally advanced HNSCC whose tumors
express PD-L1 [Combined Positive Score (CPS) 21] as determined by an FDA-approved test, as
a single agent as neoadjuvant treatment, continued as adjuvant treatment in combination with
radiotherapy (RT) with or without cisplatin and then as a single agent.

e in combination with platinum and FU for the first-line treatment of adult patients with metastatic or
with unresectable, recurrent HNSCC.

e as a single agent for the first-line treatment of adult patients with metastatic or with unresectable,
recurrent HNSCC whose tumors express PD-L1 [Combined Positive Score (CPS) 21] as




determined by an FDA-approved test.

e as a single agent for the treatment of adult patients with recurrent or metastatic HNSCC with

disease progression on or after platinum-containing chemotherapy.
Urothelial Cancer

e in combination with enfortumab vedotin, for the treatment of adult patients with locally advanced
or metastatic urothelial cancer.

e as a single agent for the treatment of adult patients with locally advanced or metastatic urothelial
carcinoma who: o are not eligible for any platinum-containing chemotherapy, or o who have
disease progression during or following platinum-containing chemotherapy or within 12 months of
neoadjuvant or adjuvant treatment with platinumcontaining chemotherapy.

e in combination with enfortumab vedotin, as neoadjuvant treatment and then continued after
cystectomy as adjuvant treatment of adult patients with muscle invasive bladder cancer (MIBC)
who are ineligible for cisplatin-containing chemotherapy.

e as a single agent for the treatment of adult patients with Bacillus Calmette-Guerin (BCG)-
unresponsive, high-risk, non-muscle invasive bladder cancer (NMIBC) with carcinoma in situ
(CIS) with or without papillary tumors who are ineligible for or have elected not to undergo
cystectomy.

Microsatellite Instability-High or Mismatch Repair Deficient Cancer

e for the treatment of adult and pediatric patients 12 years and older with unresectable or
metastatic microsatellite instabilityhigh (MSI-H) or mismatch repair deficient (dMMR) solid tumors,
as determined by an FDA-approved test, that have progressed following prior treatment and who
have no satisfactory alternative treatment options

Microsatellite Instability-High or Mismatch Repair Deficient Colorectal Cancer (CRC)

e for the treatment of adult patients with unresectable or metastatic MSI-H or dMMR colorectal

cancer (CRC) as determined by an FDA-approved test.
Gastric Cancer

e in combination with trastuzumab, fluoropyrimidine- and platinum-containing chemotherapy, for the
first-line treatment of adults with locally advanced unresectable or metastatic HER2-positive
gastric or gastroesophageal junction (GEJ) adenocarcinoma whose tumors express PD-L1 (CPS
21) as determined by an FDA-approved test.

e in combination with fluoropyrimidine- and platinum-containing chemotherapy, for the first-line
treatment of adults with locally advanced unresectable or metastatic HER2-negative gastric or
gastroesophageal junction (GEJ) adenocarcinoma whose tumors express PD-L1 (CPS =1) as
determined by an FDA-approved test.

Esophageal Cancer

e for the treatment of adult patients with locally advanced or metastatic esophageal or
gastroesophageal junction (GEJ) (tumors with epicenter 1 to 5 centimeters above the GEJ)
carcinoma that is not amenable to surgical resection or definitive chemoradiation either:

o in combination with platinum- and fluoropyrimidine-based chemotherapy for patients
whose tumors express PD-L1 (CPS 21), or
o as a single agent after one or more prior lines of systemic therapy for patients with
tumors of squamous cell histology that express PD-L1 (CPS 210) as determined by an
FDA-approved test.
Cervical Cancer

e in combination with chemoradiotherapy, for the treatment of adult patients with locally advanced
cervical cancer involving the lower third of the vagina, with or without extension to pelvic sidewall,
or hydronephrosis/non-functioning kidney, or spread to adjacent pelvic organs (FIGO 2014 Stage
[I-IVA).

e in combination with chemotherapy, with or without bevacizumab, for the treatment of adult
patients with persistent, recurrent, or metastatic cervical cancer whose tumors express PD-L1
(CPS 21) as determined by an FDAapproved test.

e as a single agent for the treatment of adult patients with recurrent or metastatic cervical cancer
with disease progression on or after chemotherapy whose tumors express PD-L1 (CPS 21) as
determined by an FDA-approved test.




Hepatocellular Carcinoma (HCC)

e for the treatment of adult patients with HCC secondary to hepatitis B who have received prior

systemic therapy other than a PD-1/PD-L1-containing regimen.
Biliary Tract Cancer (BTC)

e in combination with gemcitabine and cisplatin, for the treatment of adult patients with locally

advanced unresectable or metastatic biliary tract cancer.
Merkel Cell Carcinoma (MCCQC)

e for the treatment of adult and pediatric patients 12 years and older with recurrent locally

advanced or metastatic Merkel cell carcinoma.
Renal Cell Carcinoma (RCC)

e in combination with axitinib, for the first-line treatment of adult patients with advanced RCC.

e in combination with lenvatinib, for the first-line treatment of adult patients with advanced RCC.

e for the adjuvant treatment of adult patients with RCC at intermediate-high or high risk of
recurrence following nephrectomy, or following nephrectomy and resection of metastatic lesions.

Endometrial Carcinoma

e in combination with carboplatin and paclitaxel, followed by KEYTRUDA QLEX as a single agent,
for the treatment of adult patients with primary advanced or recurrent endometrial carcinoma.

e in combination with lenvatinib, for the treatment of adult patients with advanced endometrial
carcinoma that is mismatch repair proficient (0(MMR) or not MSI-H as determined by an FDA-
approved test, who have disease progression following prior systemic therapy in any setting and
are not candidates for curative surgery or radiation.

e as a single agent, for the treatment of adult patients with advanced endometrial carcinoma that is
MSI-H or dAMMR, as determined by an FDA-approved test, who have disease progression
following prior systemic therapy in any setting and are not candidates for curative surgery or
radiation.

Tumor Mutational Burden-High (TMB-H) Cancer

e for the treatment of adult and pediatric patients 12 years and older with unresectable or
metastatic tumor mutational burdenhigh (TMB-H) [210 mutations/megabase (mut/Mb)] solid
tumors, as determined by an FDA-approved test, that have progressed following prior treatment
and who have no satisfactory alternative treatment options.

o This indication is approved under accelerated approval based on tumor response rate
and durability of response. Continued approval for this indication may be contingent upon
verification and description of clinical benefit in the confirmatory trials

e Limitations of Use: The safety and effectiveness of Keytruda Qlex in pediatric patients 12 years
and older with TMB-H central nervous system cancers have not been established.

Cutaneous Squamous Cell Carcinoma (cSCC)

e for the treatment of adult patients with recurrent or metastatic cSCC or locally advanced cSCC

that is not curable by surgery or radiation.
Triple-Negative Breast Cancer (TNBC)

e for the treatment of adult patients with high-risk early-stage TNBC in combination with
chemotherapy as neoadjuvant treatment, and then continued as a single agent as adjuvant
treatment after surgery.

e in combination with chemotherapy, for the treatment of adult patients with locally recurrent
unresectable or metastatic TNBC whose tumors express PD-L1 (CPS 210) as determined by an
FDA approved test.

The recommended dosage of Keytruda Qlex is different from the dosage of intravenous pembrolizumab.
Patients can switch from intravenous pembrolizumab to Keytruda Qlex and vice versa at the next
scheduled appointment. Keytruda Qlex is administered as a subcutaneous injection into the thigh or
abdomen. Keytruda Qlex must be administered by a healthcare professional. For every 3 weeks dosing,
the recommended dosage is 395 mg pembrolizumab and 4,800 units berahyaluronidase alfa (2.4
milliliters) injected subcutaneously over 1 minute. For every 6 weeks dosing, the recommended dosage is
790 mg pembrolizumab and 9,600 units berahyaluronidase alfa (4.8 milliliters) injected subcutaneously
over 2 minutes.



For adjuvant treatment of melanoma, treatment is continued for up to 12 months. For NSCLC, HNSCC,
urothelial carcinoma, MSI-H or dMMR cancer, MSI-H or dMMR CRC, MSI-H or dMMR endometrial
carcinoma, esophageal cancer, cervical cancer, HCC, MCC< TMB-H, cSCC, high risk BCG-unresponsive
NMIBC, MPM, BTC, and HER-2 negative gastric cancer treatment is continued for up to 24 months. For
neoadjuvant and adjuvant treatment of adult patients with resectable NSCLC, Keytruda Qlex is given in
combination with chemotherapy for 12 weeks followed by adjuvant treatment with Keytruda Qlex as a
single agent after surgery for 39 weeks.

Approval of Keytruda Qlex is based on previous findings of intravenous Keytruda and the results of Study
MK-3475A-D77, a randomized, open-label, active-controlled, parallel group study comparing the
pharmacokinetics, efficacy, and safety of Keytruda Qlex compared to intravenous Keytruda. There were
no notable differences in PFS and OS between the subcutaneous and intravenous treatment groups. The
safety profile of Keytruda Qlex was comparable to intravenous Keytruda with the exception of local
injection site reactions observed with Keytruda Qlex. Together the pharmacokinetic data and the efficacy
endpoints from the clinical trial completed the bridge to establish efficacy results between the
subcutaneous and intravenous formulations.
The safety and effectiveness of KEYTRUDA QLEX for the treatment of pediatric patients 12 years and
older who weigh greater than 40 kg have been established for:

e Stage IIB, IIC, or lll melanoma following complete resection [see Indications and Usage

e Unresectable or metastatic microsatellite instability high (MSI-H) or mismatch repair deficient

(dMMR) solid tumors
e Recurrent locally advanced or metastatic Merkel cell carcinoma [see Indications and Usage
e Unresectable or metastatic tumor mutational burden high solid tumors (TMB-H)

Use of Keytruda Qlex in pediatric patients for these indications is supported by evidence from adequate
and well-controlled studies of intravenous pembrolizumab in adults and additional pharmacokinetic and
safety data for intravenous pembrolizumab in pediatric patients 12 years and older

The safety and effectiveness of Keytruda Qlex have not been established in pediatric patients younger
than 12 years of age for the treatment of melanoma, MCC, MSI-H or dMMR cancer, and TMB-H cancer.
The safety and effectiveness of Keytruda Qlex have not been established in pediatric patients for other
approved indications.

Of the 251 patients treated with Keytruda Qlex in combination with platinum doublet chemotherapy in
Study MK-3475A-D77, 53% were 65 years and older and 16% were 75 years and older. No differences in
efficacy or safety were observed between patients aged 65 years or older and younger adult patients.
Safety of Keytruda Qlex for other indications is based on clinical trials of intravenous pembrolizumab. No
overall differences in safety or effectiveness were observed between intravenous pembrolizumabtreated
patients aged 65 years or older and younger adult 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: How much interest has there been in the subcutaneous versions of Opdivo and the
other products already available? There is also significant interest in Keytruda QLEX. OncoHealth has
already received numerous requests as these products require less administration time allowing facilities
to service more patients. No additional comments or questions. The committee unanimously voted to
accept the recommendations as presented. None were opposed (32 approved, 0 rejected).

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

Outcome: Keytruda Qlex is a medical benefit for Commercial, Marketplace, and GHP Kids. It should be
added to the medical benefit cost share list. When processed at a Specialty Pharmacy, Keytruda Qlex will



process on the Specialty tier or Brand NP tier for members with a three-tier benefit. Keytruda QLEX wiill
be added to the white bagging program. The following prior authorization criteria will apply:

1.

OR

OR

3.

Melanoma

e Prescription written by a hematologist/oncologist AND

e Medical record documentation of one of the following:

Unresectable or metastatic melanoma:

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

e A diagnosis of unresectable or metastatic melanoma AND

e Keytruda Qlex is not being used in combination with any other agents for the treatment of
unresectable or metastatic melanoma.

Adjuvant treatment of completely resected melanoma

Medical record documentation that patient is =2 12 years of age AND

A diagnosis of Stage IIB, IIC, or lll melanoma, which has been completely resected AND
Keytruda Qlex is being used in the adjuvant setting (following complete resection) AND
Keytruda Qlex is being used as a single agent.

Neoadjuvant or Adjuvant Treatment of Non-Small Cell Lung Cancer (NSCLC)
e Prescription written by a hematologist/oncologist AND
e Medical record documentation that patient is = 18 years of age AND
e Medical record documentation of one of the following:
o Medical record documentation of Stage IB (T2a = 4 cm), Il, or llla non-small cell lung
cancer (NSCLC) AND
o Keytruda Qlex is being used in the adjuvant setting following resection and platinum-
based chemotherapy AND
o Keytruda Qlex is being used as a single agent

o Medical record documentation of resectable (Tumors = 4 cm or Node Positive) non-small
cell lung cancer (NSCLC) AND

o Keytruda Qlex is being used in the neoadjuvant setting in combination with platinum
containing chemotherapy then continued as a single agent in the adjuvant setting
following resection

Metastatic Non-Small Cell Lung Cancer (NSCLC)
e Prescription written by a hematologist/oncologist AND
e Medical record documentation that patient is = 18 years of age AND
e Medical record documentation of a diagnosis of metastatic NSCLC meeting one of the following
situations:
o Medical record documentation of stage Il NSCLC, metastatic NSCLC, OR that the
member is not a candidate for surgical resection or definitive chemoradiation AND
o Medical record documentation that Keytruda Qlex is being used as first-line treatment
AND
o Medical record documentation that Keytruda Qlex is being given as monotherapy AND
o Medical record documentation that tumors express PD-L1 (TPS) 21% as determined by
an FDA-approved test AND
o Medical record documentation that tumors do not have EGFR or ALK genomic tumor
aberrations

o Medical record documentation that Keytruda Qlex is being given as monotherapy AND
Medical record documentation that tumors express PD-L1 (TPS) 21% as determined by
an FDA-approved test AND

o Medical record documentation of disease progression on or after platinum-containing
chemotherapy AND

o For patients with EGFR or ALK genomic tumor aberrations:



= medical record documentation of disease progression on FDA-approved therapy
for these aberrations prior to receiving Keytruda Qlex
OR

o Medical record documentation of metastatic nonsquamous NSCLC AND

o Medical record documentation that Keytruda Qlex will be given in combination with
pemetrexed AND either carboplatin or cisplatin AND

o Medical record documentation that tumors do not have EGFR or ALK genomic tumor
aberrations

o Medical record documentation of metastatic squamous NSCLC AND

o Medical record documentation that Keytruda Qlex will be given in combination with
carboplatin AND either paclitaxel or nab-paclitaxel AND

o Medical record documentation that Keytruda Qlex, carboplatin, and paclitaxel (or nab-
paclitaxel) are being used as first-line treatment AND

o Medical record documentation that tumors do not have EGFR or ALK genomic tumor
aberrations

4. Head and Neck Squamous Cell Carcinoma

e Prescription written by a hematologist/oncologist AND

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

e Medical record documentation of one of the following:
o Adiagnosis of Head and Neck Squamous Cell Carcinoma that is recurrent or metastatic

AND

o Disease progression on or after platinum-containing chemotherapy AND
o Keytruda Qlex is being used as a single agent.

o Adiagnosis of metastatic or unresectable, recurrent Head and Neck Squamous Cell
Carcinoma AND

o Keytruda Qlex is being used as a first-line treatment AND

o Keytruda Qlex is being used as a single agent AND

o Tumors express PD-L1 [Combined Positive Score (CPS) = 1] as determined by an FDA-
approved test

o A diagnosis of metastatic or unresectable, recurrent Head and Neck Squamous Cell
Carcinoma AND

o Keytruda Qlex is being used as a first-line treatment AND

o Keytruda Qlex is being administered in combination with platinum chemotherapy and
fluorouracil (FU)

o A diagnosis of resectable locally advanced Head and Neck Squamous Cell Carcinoma
AND

o Tumors express PD-L1 [Combined Positive Score (CPS) = 1] as determined by an FDA-
approved test AND

o Keytruda Qlex is being used as a single agent for neoadjuvant treatment, followed by
adjuvant treatment in combination with radiotherapy (RT) with or without cisplatin and
then as a single agent

5. Microsatellite Instability-High Cancer
e Prescription written by a hematologist/oncologist AND
e Medical record documentation of unresectable or metastatic microsatellite instability-high (MSI-H)
or mismatch repair deficient (IMMR) solid tumors OR colorectal cancer
AND
e For solid tumors:
o Medical record documentation of progression following prior treatment(s) AND
o Medical record documentation of no satisfactory alternative treatment options



Urothelial Carcinoma

O
O

o

OR

@)
O

o

OR

o

**Note:
BCG-unresponsive high-risk NMIBC is defined as persistent disease despite adequate BCG therapy,
disease recurrence after an initial tumor-free state following adequate BCG therapy, or T1 disease
following a single induction course of BCG.

Adequate BCG therapy was defined as administration of at least five of six doses of an initial
induction course plus either of: at least two of three doses of maintenance therapy or at least two of
six doses of a second induction course.

Prescription written by a hematologist/oncologist AND

Medical record documentation that patient is = 18 years of age AND

Medical record documentation of locally advanced or metastatic urothelial carcinoma AND
Medical record documentation of one of the following:

Disease progression during or following platinum-containing chemotherapy OR
Disease progression within 12 months of neoadjuvant or adjuvant treatment with
platinum-containing chemotherapy OR

Patient is not eligible for any platinum-containing chemotherapy

Patient has high-risk, non-muscle invasive bladder cancer (NMIBC)** AND

Patient’s disease is unresponsive to an adequate trial of Bacillus Calmette-Guerin (BCG)
therapy** AND

Patient is ineligible for or has elected not to undergo cystectomy

Keytruda Qlex is being used in combination with Padcev

Gastric Cancer

e Prescription written by a hematologist/oncologist AND

e Medical record documentation that Keytruda will be used as first-line treatment AND
e Medical record documentation of one of the following:

o

Medical record documentation of a diagnosis of locally advanced unresectable or
metastatic HER-2 positive gastric or gastroesophageal junction adenocarcinoma AND
Medical record documentation that tumors express PD-L1 (CPS=1) as approved by an
FDA approved test AND

Medical record documentation that Keytruda Qlex will be used in combination with
trastuzumab, fluoropyrimidine- and platinum-containing chemotherapy

Medical record documentation of locally advanced unresectable or metastatic HER-2
negative gastric or gastroesophageal junction (GEJ) adenocarcinoma AND

Medical record documentation that tumors express PD-L1 (CPS=1) as approved by an
FDA approved test AND

Medical record documentation that Keytruda Qlex will be used in combination with
fluoropyrimidine- and platinum-containing chemotherapy

8. Cervical Cancer
e Prescription written by a hematologist/oncologist AND
e One of the following:

OR

O
O
o

@)

Medical record documentation of recurrent or metastatic cervical cancer AND

Medical record documentation that tumors express PD-L1 (CPS=1) AND

Medical record documentation of disease progression after receiving at least one prior
line of therapy

Medical record documentation of persistent, recurrent or metastatic cervical cancer AND
Medical record documentation that tumors express PD-L1 (CPS=1) AND

Medical record documentation that Keytruda Qlex will be used in combination with
chemotherapy (paclitaxel, cisplatin or carboplatin), with or without bevacizumab



OR
o Medical record documentation of FIGO 2014 Stage llI-IVA cervical cancer AND
o Medical record documentation that Keytruda Qlex will be used in combination with
chemoradiotherapy (cisplatin and external beam radiation therapy [EBRT] followed by
brachytherapy [BT])

*Note: FIGO 2014 Stage llI-IVA includes patients with tumor involvement of the lower vagina with or
without extension onto pelvic sidewall or hydronephrosis/non-functioning kidney or has spread to adjacent
pelvic organs.

9. Hepatocellular Carcinoma (HCC)
e Prescription written by a hematologist/oncologist AND
e Medical record documentation that patient is = 18 years of age AND
e Medical record documentation of a diagnosis of hepatocellular carcinoma secondary to Hepatitis
B AND
e Medical record documentation of at least one (1) prior systemic therapy other than a PD-1 and
PD-L1 containing regimen

10. Merkel Cell Carcinoma (MCC)
e Prescription written by a hematologist/oncologist AND
e Medical record documentation of a diagnosis of Merkel Cell Carcinoma AND
e Medical record documentation of metastatic and/or recurrent disease

11. Renal Cell Carcinoma (RCC)
e Prescription written by a hematologist/oncologist AND
e Medical record documentation that patient is = 18 years of age AND
e Medical record documentation of one of the following:
Advanced Renal Cell Carcinoma
o Medical record documentation of a diagnosis of advanced renal cell carcinoma AND
o Medical record documentation that Keytruda Qlex is being used in combination with
axitinib (Inlyta) OR lenvatinib (Lenvima) AND
o Medical record documentation that Keytruda Qlex in combination with axitinib (Inlyta) OR
lenvatinib (Lenvima) is being used as first-line treatment for advanced disease
Note: In clinical trials, advanced disease included newly diagnosed or recurrent Stage IV renal
cell carcinoma

OR
Adjuvant treatment of Renal Cell Carcinoma
o Adiagnosis of renal cell carcinoma AND
o Documentation of intermediate-high or high risk of recurrence following nephrectomy, or
following nephrectomy and resection of metastatic lesions AND
o Keytruda Qlex is being used in the adjuvant setting AND
o Keytruda Qlex is being used as a single agent

Note: In clinical trials, intermediate-high risk category included: pT2 with Grade 4 or sarcomatoid features;
pT3, any Grade without nodal involvement (NO) or distant metastases (MO); and high risk included: pT4,
any Grade NO and MO; any pT, any Grade with nodal involvement and M0O. The M1 no evidence of
disease (NED) category includes patients with metastatic disease who had undergone complete resection
of primary and metastatic lesions.

12. Esophageal Cancer
e Prescription written by a hematologist/oncologist AND
e Medical record documentation that patient is = 18 years of age AND
e One of the following:
o Medical record documentation of a diagnosis of locally advanced or metastatic squamous
cell carcinoma of the esophagus or gastroesophageal junction (GEJ) AND



Medical record documentation that tumors express PD-L1 (CPS =210) as determined by
an FDA-approved test AND

Medical record documentation of disease progression after one or more prior lines of
systemic therapy for advanced disease.

Medical record documentation of a diagnosis of locally advanced or metastatic
esophageal or gastroesophageal junction (GEJ) carcinoma not amenable to surgical
resection or definitive chemoradiation AND

Medical record documentation of use in combination with platinum (oxaliplatin or
cisplatin) and fluoropyrimidine-based (fluorouracil or capecitabine) chemotherapy

13. Endometrial Carcinoma
Prescription written by a hematologist/oncologist AND
Medical record documentation of one of the following:

OR

OR

@)

Medical record documentation of a diagnosis of primary advanced or recurrent
endometrial carcinoma AND

Medical record documentation that Keytruda will be used in combination with carboplatin
and paclitaxel followed by Keytruda Qlex as a single agent

Medical record documentation of a diagnosis of advanced endometrial carcinoma AND
Medical record documentation of disease progression following at least one prior
systemic therapy AND

Medical record documentation that patient is not a candidate for curative surgery or
radiation AND

Medical record documentation of one of the following:

Medical record documentation that tumors are not microsatellite instability-high (MSI-H)
or mismatch repair deficient (AIMMR) AND

Medical record documentation that Keytruda Qlex will be given in combination with
lenvatinib (Lenvima)

Medical record documentation that Keytruda Qlex will be used as a single agent for
treatment of tumors that are microsatellite instability-high (MSI-H) or mismatch repair
deficient (AIMMR)

14. Tumor Mutational Burden — High (TMB-H) Solid Tumors

Prescription written by a hematologist/oncologist AND

Medical record documentation of unresectable or metastatic solid tumors AND

Medical record documentation that tumors are tumor mutational burden-high (TMB-H), defined as
greater than or equal to 10 mutations per megabase (=10 mut/Mb), determined by an FDA-
approved test AND

Medical record documentation of progression following prior treatment(s) AND

Medical record documentation of no satisfactory alternative treatment options

15. Cutaneous Squamous Cell Carcinoma (cSCC)

Prescription written by a hematologist/oncologist AND

Medical record documentation of locally advanced, recurrent, OR metastatic cutaneous
squamous cell carcinoma AND

Medical record documentation that the patient’s disease is not curable by surgery AND
Medical record documentation that the patient’s disease is not curable by radiation.

16. Triple Negative Breast Cancer

Prescription written by a hematologist/oncologist AND

Medical record documentation of age greater than or equal to 18 years AND
Medical record documentation of one of the following:



o Medical record documentation of locally recurrent unresectable or metastatic triple-
negative breast cancer (TNBC) AND both of the following:
= Medical record documentation that tumors express PD-L1 [Combined Positive
Score (CPS) greater than or equal to 10] as determined by an FDA approved test
AND
= Medical record documentation that Keytruda Qlex will be given in combination
with chemotherapy (paclitaxel, paclitaxel protein-bound, or gemcitabine and
carboplatin).
OR
o Medical record documentation of high-risk, early-stage triple-negative breast cancer
(TNBC) AND
o Medical record documentation that Keytruda Qlex will be given in combination with
chemotherapy as neoadjuvant treatment, and then continued as a single agent as
adjuvant treatment after surgery

LIMITATIONS: The treatment of patients with multiple myeloma with a PD-1 or PD-L1 blocking antibody
in combination with a thalidomide analogue plus dexamethasone is not recommended outside of
controlled clinical trials.

17. Biliary Tract Cancer
e Prescription written by a hematologist/oncologist AND
e Medical record documentation of locally advanced unresectable or metastatic biliary tract cancer
AND
e Medical record documentation that Keytruda Qlex will be used in combination with gemcitabine
and cisplatin

18. Malignant Pleural Mesothelioma (MPM)
e Prescription written by a hematologist/oncologist AND
e Medical record documentation that patient is = 18 years of age AND
e Medical record documentation of unresectable advanced or metastatic malignant pleural
mesothelioma (MPM) AND
e Medical record documentation that Keytruda Qlex is being used as first-line treatment in
combination with pemetrexed and platinum chemotherapy.

AUTHORIZATION DURATION:

For adjuvant treatment of metastatic melanoma (completely resected melanoma), neoadjuvant/adjuvant
treatment of early-stage triple negative breast cancer, neoadjuvant/adjuvant treatment of non-small cell
lung cancer, and adjuvant treatment of renal cell carcinoma:

Initial approval will be for 6 months. One subsequent approval 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 patient experiences toxicity or worsening of disease.

o Authorization of Keytruda for the adjuvant treatment of metastatic melanoma, of non-small cell
lung cancer, and of renal cell carcinoma should not exceed the FDA-approved treatment duration
of 1 year (12 months).

e Authorization of Keytruda for the treatment of early-stage triple negative breast cancer should not
exceed the approved treatment duration of 24 weeks for neoadjuvant therapy and 27 weeks for
adjuvant therapy.

e Authorization for the treatment of neoadjuvant/adjuvant treatment of non-small cell lung cancer
should not exceed the approved treatment duration of 12 weeks of neoadjuvant treatment and 39
weeks of adjuvant therapy.

For requests exceeding the above limits, 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 neoadjuvant/adjuvant treatment of head and neck squamous cell carcinoma:
Initial approval will be for 6 months. Additional approval will be for up to an additional 12 months or less if
determined medically appropriate by the reviewing provider and will require medical record
documentation of continued disease improvement or lack of disease progression. The medication will no
longer be covered if patient experiences toxicity or worsening of disease.
e Authorization for the treatment of neoadjuvant/adjuvant treatment of head and neck squamous
cell carcinoma should not exceed the approved treatment duration of 6 weeks of neoadjuvant
treatment and 12 months of adjuvant treatment.

For requests exceeding the above limits, medical record documentation of the following is required:
o Peer-reviewed literature citing well-designed clinical trials to indicate that the member’s
healthcare outcome will be improved by dosing beyond the FDA-approved treatment duration

For all other indications:

Initial approval will be for 6 months or less if the reviewing provider feels it is medically appropriate.
Subsequent approvals will be for an additional 12 months or less if the reviewing provider feels it is
medically appropriate and will require medical record documentation of continued disease improvement
or lack of disease progression. The medication will no longer be covered if patient experiences toxicity or
worsening of disease.

RPH SIGNOFF REQUIRED: yes

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

TEPYLUTE (thiotepa)

Review: Tepylute is indicated for the treatment of adenocarcinoma of the breast or ovary. Tepylute is a
new formulation of thiotepa (an alkylating drug related to nitrogen mustard) that is supplied as a ready to
dilute solution for intravenous administration (no reconstitution needed). Approval is based on clinical
studies of the reference product, Tepadina, and the establishment of a scientific bridge between Tepylute
and Tepadina. Tepadina has additional indications to reduce the risk of graft rejection when used in
conjunction with high-dose busulfan and cyclophosphamide as a preparative regimen for allogeneic
hematopoietic progenitor (stem) cell transplantation (HSCT) for pediatric patients with class 3 beta-
thalassemia, for controlling intracavitary effusions secondary to diffuse or localized neoplastic diseases of
various serosal cavities, and for treatment of superficial papillary carcinoma of the urinary bladder. At this
time, the manufacturers of Tepylute are not seeking additional indications.

The recommended dosage of Tepylute is 0.3 mg/kg to 0.4 mg/kg administered intravenously every 1 to 4
weeks. The initial dosage is commonly given as the higher dosage and should be adjusted weekly based
on change from baseline blood counts. Maintenance doses should not be administered more frequently
than weekly.

No new clinical studies were performed and the safety and efficacy of Tepylute are based on the clinical
studies showing efficacy of thiotepa (Tepadina) and a scientific bridge established through analytical
evaluation, nonclinical in vitro studies, and toxicological studies.

The Tepylute formulation differs from Tepadina due to a high concentration of polyethylene glycol 400
(PEG400). While other thiotepa agents can be given with busulfan as a transplantation preparative
regimen, there is not sufficient information to determine if Tepylute can be safely given in combination
with busulfan which also has a high concentration of PEG 400. Tepylute carries warnings for the risk of
PEG 400 toxicity, which can cause damage to the kidneys and liver at higher doses than recommended
and when given with concomitant medications containing PEG 400.



Other safety findings for Tepylute are consistent with the known safety profile of thiotepa. The safety and
efficacy of Tepylute has not been established in pediatric patients. In clinical trials of thiotepa in the
treatment of adenocarcinoma of the breast or ovary, sufficient numbers of geriatric patients were not
included to determine if they respond differently from younger patients.

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

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

Financial Discussion: Aubrielle commented that Tepylute is configured as buy and bill only within the
pharmacy claims system. Recommend that this product is not added to the pharmacy formulary. No
additional comments or questions. The committee unanimously voted to accept the recommendations as
amended. None were opposed (32 approved, 0 rejected).

Outcome: Tepylute is a medical benefit for Commercial, Marketplace, and GHP Kids. It will be added to
the medical benefit cost share list. The following prior authorization criteria will apply:

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

e Medical record documentation that Tepylute is prescribed by a hematologist and/or oncologist
AND

e Medical record documentation of a diagnosis of adenocarcinoma of the breast or ovary AND

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

AUTHORIZATION DURATION: Initial approval will be for 6 months or less if the reviewing provider
feels it is medically appropriate. Subsequent approvals will be for an additional 6 months or less if the
reviewing provider feels it is medically appropriate and will require medical record documentation of
continued disease improvement or lack of disease progression. The medication will no longer be
covered if patient experiences toxicity or worsening of disease.

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

SUBVENITE (lamotrigine)

Review: FDA Approved Indication:
o Epilepsy—adjunctive therapy in patients aged 2 years and older:
= partial-onset seizures
= primary generalized tonic-clonic (PGTC) seizures
= generalized seizures of Lennox-Gastaut syndrome
o Epilepsy—monotherapy in patients aged 16 years and older: Conversion to monotherapy
in patients with partial-onset seizures who are receiving treatment with carbamazepine,
phenytoin, phenobarbital, primidone, or valproate as the single antiepileptic drug
o Bipolar disorder: Maintenance treatment of bipolar | disorder to delay the time to
occurrence of mood episodes in patients treated for acute mood episodes with standard
therapy
- Dosing/How Supplied
o Subvenite oral suspension 10 mg/mL is supplied as a pink, cherry-flavored liquid
o Dosing is based on concomitant medications, indication, and patient age
o To avoid an increased risk of rash, the recommended initial dose and subsequent dose
escalations should not be exceeded



Table 1. Escalation Regimen for SUBVENITE in Patients Older than 12 Years with Epilepsy

In Patients NOT

In Patients

TAKING TAKING
Carbamazepine, Carbamazepine,
Phenytoin, Phenytoin,
Phenobarbital, Phenobarbital, or
In Patients TAKING Primidone®, or Primidone® and NOT
Valproate® Valproate® TAKING Valproate®
Weeks | and 2 25 mg every other day 25 mg every day 50 mg/day
Weeks 3 and 4 25 mg every day 50 mg/day 100 mg/day
(in 2 divided doses)
Week 5 onward to Increase by 25 to Increase by 50 mg/day Increase by

maintenance 50 mg/day every 1 to every | to 2 weeks. 100 mg/day every 1 to 2
2 weeks. weeks.

Usual  maintenance 100 to 200 mg/day with 225 to 375 mg/day 300 to 500 mg/day

dose valproate alone (in 2 divided doses) (in 2 divided doses)

100 to 400 mg/day with
valproate and other drugs
that induce
glucuronidation

(in 1 or 2 divided doses)

Table 2. Escalation Regimen for SUBVENITE in Patients Aged 2 to 12 Years with Epilepsy

In Patients NOT TAKING
Carbamazepine, Phenytoin,
Phenobarbital, Primidone®,
or Valproate®
In Patients TAKING
Valproate®

In Patients TAKING
Carbamazepine,
Phenytoin, Phenobarbital,
or Primidone® and NOT
TAKING Valproate*

Weeks 1 and 2

0.15 mg/kg/day

in 1 or 2 divided doses

0.3 mg/kg/day

in | or 2 divided doses

0.6 mg/kg/day
in 2 divided doses

Weeks 3 and 4

0.3 mg/kg/day
in 1 or 2 divided doses

0.6 mg/kg/day
in 2 divided doses

1.2 mg/kg/day
in 2 divided doses

Week 5 onward
to maintenance

The dose should be
increased every | to
2 weeks as follows:
calculate
0.3 mg/kg/day, add this
amount to the previously
administered daily
dose.

The dose should be increased
every 1 to
2 weeks as follows: calculate
0.6 mg/kg/day, add this
amount to the previously
administered daily dose.

The dose should be
increased every | to
2 weeks as follows: calculate
1.2 mg/kg/day, add this
amount to the previously
administered daily dose.

Usual
maintenance dose

1 to 5 mg/kg/day
(maximum
200 mg/day in 1 or 2
divided doses)
1 to 3 mg/kg/day with
valproate alone

4.5 to 7.5 mg/kg/day
(maximum 300 mg/day in 2
divided doses)

5 to 15 mg/kg/day
(maximum 400 mg/day in 2
divided doses)

Maintenance dose
in patients <30 kg

May need to be increased
by as much as 50%, based
on clinical response.

May need to be increased by
as much as 50%, based on
clinical response.

May need to be increased by
as much as 50%, based on
clinical response.




Table 4. Escalation Regimen for SUBVENITE in Adults with Bipolar Disorder

In Patients TAKING
Carbamazepine,
Phenytoin, Phenobarbital,
In Patients NOT TAKING or Primidone® and
Carbamazepine, NOT TAKING
In Patients TAKING Phenytoin, Phenobarbital, Valproate*
Valproate* Primidone®, or Valproate®
Weeks 1 and 2 25 mg every ather day 25 mg daily 50 mg daily
Weeks 3 and 4 25 mg daily 50 mg daily 100 mg daily, in divided
doses
Week 5 50 mg daily 100 mg daily 200 mg daily, in divided
doses
Week 6 100 mg daily 200 mg daily 300 mg daily, in divided
doses
! - up to 400 mg daily, in
Week 7 100 mg daily 200 mg daily divided doses

- Place In Therapy

o

Lamotrigine is a well-established broad-spectrum antiepileptic and mood stabilizer.
Subvenite oral suspension provides a lamotrigine liquid formulation suitable for pediatric
patients, those requiring flexible titration, and individuals with swallowing difficulties.

- Summary of Clinical Trials

o

The efficacy of Subvenite for the treatment of epilepsy and bipolar disorder is based on
the established effectiveness of lamotrigine oral tablet. A pharmacokinetic study in heathy
adult subjects under fasting conditions at a single 100 mg dose level demonstrated
similar bioavailability for lamotrigine oral suspension and oral tablet.

- Summary of Safety Considerations

o Subvenite carries a Black Box Warning for Serious Skin Rashes:
WARNING: SERIOUS SKIN RASHES
Kee full prescribing information for complete boxed warning.

+ (ases of life-threatening serious rashes, including Stevens-Johnson
syndrome and toxic epidermal necrolysis, and'or rash-related death
have been cauwsed by lamotrigine, the active ingredient in
SUBVENITE. The rate of serious rash is greater in pediatric patients
than in adults. Additional factors that may increase the risk of rash
imclude:

o coadministration with valproate.
o exceeding recommended initial dose of SUBVENITE.
| o exceeding recommended dose escalation for SUBVENITE. (5.1)

#* Benign rashes are also caused by lamotrigine, the active ingredient in
SUBVEMITE: however, it is not possible to predict which rashes will
prove to be serious or life threatening. SUBVENITE should be
discontinued at the first sign of rash, unless the rash is clearly not
drug related. (5.1)

o Other warnings and precautions include: Hemophagocytic lymphohistiocytosis, Drug
Reaction with Eosinophilia and Systemic Symptoms (DRESS)/Multiorgan
Hypersensitivity, cardiac rhythm and conduction abnormalities, blood dyscrasias, suicidal
behavior and ideation, aseptic meningitis

o Based on animal data, Subvenite may cause fetal harm in pregnancy. Pregnant women
with epilepsy should not abruptly stop antiepileptic drugs, including Subvenite, due to the
risk of life-threatening seizures or status epilepticus. Doses should be monitored.

o Insufficient data exist to determine whether patients aged 65 and older respond
differently or have a distinct safety profile. Initiate therapy at the lower end of the dosing
range and titrate cautiously.

o Subvenite doses should be reduced in patients with moderate to severe hepatic

impairment and/or significant renal impairment. Subvenite should be used with caution in
patients with severe renal impairment due to inadequate experience with this population.

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



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

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

Outcome: Subvenite is a pharmacy benefit that will not be added to the commercial/exchange/CHIP
formularies. The following prior authorization criteria will apply:
e Medical record documentation of one of the following:

o Medical record documentation that Subvenite is being used as adjunctive therapy for
partial-onset seizures, primary generalized tonic-clonic seizures, or generalized seizures
of Lennox-Gaustat syndrome in patients = 2 years of age OR

o Medical record documentation that Subvenite is being used as monotherapy for partial-
onset seizures in patients = 16 years of age OR

o Medical record documentation that Subvenite is being used as maintenance treatment of
bipolar 1 disorder AND

e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to three
preferred formulary alternatives, one of which must be lamotrigine ODT or lamotrigine chewable
tablets

GPI LEVEL: GPI-14
QUANTITY LIMIT: 50 mL per day
RPH SIGNOFF REQUIRED: no

FORMULARY ALTERNATIVES:
Epilepsy: lamotrigine (tablet, chewable tablet, ER tablet, ODT), levetiracetam, oxcarbazepine,
carbamazepine, lacosamide®, topiramate, zonisamide, divalproex, pregabalin, gabapentin
Bipolar Disorder: lithium, quetiapine, risperidone, aripiprazole, olanzapine, divalproex,
carbamazepine
*PA required

ADDITIONAL RECOMMENDATIONS: It is recommended to add Lamotrigine ODT tablet to the
Commercial formulary at the generic tier with a quantity limit. This would put it at parity with other generic
antiepileptics that can be used in patients with difficulty swallowing. High dose regimens may be difficult
to achieve with chewable tablets (maximum 25 mg per tablet), whereas ODT strengths are available up to
200 mg. This would also allow patients to step through the ODT tablets prior to receiving Subvenite
suspension.

QUANTITY LIMIT: 2 tablets per day

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

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

PENMENVY (meningococcal groups A, B, C, W, and Y vaccine)

Review: Penmenvy is a vaccine indicated for active immunization to prevent invasive disease caused by

Neisseria meningitidis serogroups A, B, C, W, and Y in individuals 10 through 25 years of age. Penmenvy
is the second pentavalent meningococcal vaccine to be approved, following Pfizer's Penbraya in October
2023.



Protection against invasive meningococcal disease is conferred mainly by complement-mediated
antibody-dependent killing of Neisseria meningitidis strains. Immunization with Penmenvy is intended to
stimulate the production of antibodies with bactericidal activity specific to the capsular polysaccharides of
Neisseria meningitidis serogroups A, C, W, and Y and to the protein antigens NHBA, NadA, fHbp, and
OMV expressed by serogroup B meningococcal strains.

The Center for Disease Control and Prevention (CDC) recommends meningococcal vaccination for all
adolescents. The CDC also recommends meningococcal vaccination for children and adults at increased
risk for meningococcal disease. Individuals with prolonged increased risk for serogroups A, B, C, W, and
Y meningococcal disease need regular boosters. Penmenvy can be used only when vaccination for all
covered serogroups is indicated.

Penmenvy is administered as 2 doses, approximately 0.5 ml each, 6 months apart. To prepare
Penmenvy, the lyophilized MenACWY component is reconstituted with the MenB component.

The immunogenicity and safety of Penmenvy were evaluated in two randomized, controlled, observer-
blind Phase 3 clinical trials (NCT04502693 and NCT 04707391). Penmenvy’s effectiveness was
assessed by measuring serum bactericidal activity (SBA) in an assay that used endogenous complement
preserved in the serum samples collected from study participants (enc-hSBA) and an assay that used an
exogenous source of human complement (hSBA). The enc-hSBA assay was used to assess
effectiveness against diverse Neisseria meningitidis serotype B strains, while the hSBA assay was used
to measure bactericidal activity in participants’ sera against all five Neisseria meningitidis serogroups. The
studies are summarized in Table 1.

Table 1: Penmenvy Clinical Trial Summary

Study 1 (NCT04502693) Study 2 (NCT04707391)
N = 1657 N =626
Participant Age 10 to 25 years 15 to 25 years

Unvaccinated or had received a single previous = Previously vaccinated with a MenACWY vaccine
dose of MenACWY vaccine at least 4 years prior at least 4 years prior to enrollment
to enrollment

Vaccination
Status

Participants were randomized to 1 of 3 groups: | Participants were randomized to 1 of 2 groups:

* Group 1 received 2 doses of Penmenvy® # Group 1 received 2 doses of Penmenvy®
Interventions + Group 2 received 2 doses of Bexsero (0, 6 * Group 2 received 1 dose of Menveo followed
months) + 1 dose of Menveo by 2 doses of Bexsero (6, 7 months)

« Group 3 received 3 doses of Bexsero (0, 2, 6
months) + 1 dose of Menveo



Study 1 (NCT04502693) Study 2 (NCT04707391)
N = 1657 N =626
Predefined criterion was met for the
percentage of participants whose sera killed
>70% of MenB strains tested (responder-
based) following Penmenvy.

-

-

Predefined noninferiority criterion was met
for percentage of serum tests showing
bactericidal activity against MenB strains
following Penmenwvy and Bexsero (0-, 6-
month schedule).

Predefined noninferiority criterion was met
for percentages of participants with hSBA

Results® « Noninferiority of Penmenvy vs. Bexsero (0-, seroresponses against MenACWY strains
6-month schedule) was met for the following Penmenvy and Menveo in
percentage of participants with hSBA MenACWY-experienced participants.

seroresponse and composite response
against 2 out of the 4 MenB indicator strains
tested.

-

Predefined noninferiority criterion was met
for percentage of participants with hSBA
seroresponses against MenACWY strains
after Penmenvy and Menveo in MenACWY-
naive participants.

Sources: Penmenvy Prescribing Information; NCT04502693; NCT04707391.

Abbreviations: enc-hSBA, endogenous complement human serum bactericidal activity; hSBA, human serum bactericidal activity;
MenACWY, meningococcal serogroups A, C, W, and Y; MenB, meningococcal serogroup B; SBA, serum bactericidal activity.

3 administered 6 months apart.

b Responses were measured 1 month after the final dose of Penmenvy, Bexsero, or Menveo.

Contraindications: Severe allergic reaction to a previous dose of Penmenvy, to any component of the
vaccine, or any other diphtheria toxoid-containing vaccine

Warnings and Precautions:
e Syncope (fainting) has occurred in association with administration of Penmenvy
e Guillain-Barre syndrome has been reported in temporal relationship following administration of a
US-licensed meningococcal quadrivalent polysaccharide conjugate vaccine. Benefits and risks
should be discussed with patients with a history of Guillain-Barre syndrome.

Adverse Reactions: The most commonly reported (= 10%) adverse reactions were injection site pain,
headache, fatigue, myalgia, nausea, erythema, swelling

Drug Interactions: None

Special Populations
e Pediatrics: Safety and effectiveness have not been established in children younger than 10 years
of age
e Geriatrics: Safety and effectiveness in adults aged 65 years and older have not been established
e Pregnancy: There are no adequate and well-controlled studies in pregnant women
e Lactation: It is not known whether the vaccine components are excreted in human milk

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

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

Financial Discussion: Dr. Yarczower asked if we are able to determine what percent of patients
complete the two dose series vs. only receiving one dose. Mark will see if the CDC has any statistics on
this. No additional comments or questions. The committee unanimously voted to accept the
recommendations as presented. None were opposed (35 approved, 0 rejected).



Outcome: Penmenvy will be a medical or pharmacy benefit and will be added to the Commercial,
Exchange, and GHP Kids formulary as a preventative vaccine ($0 copay). Penmenvy will not require a
prior authorization for members 10 through 25 years of age but will have the following limits:

o Age Limit: 10 years to 25 years

o Quantity Limit: 1 mL / 999 days

e For members under 10 years of age and greater than 25 years of age, the following prior
authorization criteria will apply:

o Peer-reviewed literature citing well-designed clinical trials to indicate that the member’s
healthcare outcome will be improved by administering to an individual with an age under
the FDA-approved age

=  Quantity Limit: 1 mL / 999 days

GPI LEVEL: GPI-12
RPH SIGNOFF REQUIRED: no

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

SEPHIENCE (sepiaptmerin)

Review: Sephience is a phenylalanine hydroxylase (PAH) activator indicated for the treatment of
hyperphenylalaninemia (HPA) in adult and pediatric patients 1 month of age and older with sepiapterin-
responsive phenylketonuria (PKU). It is to be used in conjunction with a phenylalanine (Phe)-restricted
diet. Sephience will compete with Kuvan (sapropterin), another PAH activator, and Palzyniq, a Phe
metabolizing enzyme.

The recommended starting dose is based on patient’'s age and is administered orally once daily (Table 4).

Age SEPHIENCE (mg/kg) per day™
Less than 6 months 7.5 mg/kg
6 months to less than 1 year 15 mg/kg
1 year to less than 2 years 30 mg/kg
2 years and older 60 mg/kg

" For calculated daily doses less than 1,000 mg, the final concentration of prepared SEPHIENCE liquid mixture
is 25 mg/mL [see Dosage and Administration (2.3)].
60 mg/kg is the maximum daily dose for all patients.

After initiating treatment, blood Phe levels should be checked to determine response to treatment and the
dosage may be titrated incrementally based on blood Phe levels to a maximum daily dosage of 60 mg/kg.
Sephience is supplied as oral powder in unit-dose packets containing 250 mg or 1000 mg sepiapterin.
Table 5 and 6 show the number of packets to achieve the recommended doses. Packets can be added to
water or apple juice (doses less than 1000 mg) or water, apple juice, strawberry jam, or apple sauce
(doses 1000 mg or greater).



Table 5. Number of Sephience Packets and Volume to Prepare a Sephience Mixture of 25 mg/mL
for Doses Less than 1,000 mg

Number of Number of Volume of water
i 1,000 mg packets* jui
Daily Dose (mg) gp 250 mg packets® or aI()I[:llE g uice
250 mg or less 0 1 9mL
251 mg to 500 mg 0 2 18 mL
501 mg to 750 mg 0 3 27 mL
751 mg to 999 mg 1 0 36 mL

Abbreviations: mg, milligrams; mL, milliliters
*For calculated daily doses less than 1,000 mg, round the dose up to the nearest 250 mg to determine the number of
SEPHIENCE packets and prepare each 250 mg packet with 9 mL of water or apple juice.

Table 6. Number of Sephience Packets and Volume to Prepare a Sephience Mixture for Doses of
1,000 mg or Greater

Daily Dose (mg) Number of Number of | Volume of water, apple
1,000 mg 250 mg juice, strawberry jam,
packets® packets® or applesauce®

0 2 Tbsp or 30 mL

1,000 mg to 1,124 mg
1,125 mg to 1,374 mg
1,375 mg to 1,624 mg
1,625 mg to 1,874 mg
1,875 mg to 2,124 mg
2,125 mg to 2,374 mg
2,375 mg to 2,624 mg
2,625 mg to 2,874 mg
2,875 mg to 3,124 mg
3,125 mg to 3,374 mg
3,375 mg to 3,624 mg
3,625 mg to 3,874 mg
3,875 mg to 4,124 mg
4,125 mg to 4,374 mg
4,375 mg to 4,624 mg
4,625 mg to 4,874 mg
4,875 mgto 5,124 mg
5,125 mg to 5,374 mg
5,375 mg to 5,624 mg
5,625 mg to 5,874 mg
5,875 mg to 6,124 mg 0

Abbreviations: mg, milligrams; mL, milliliters; Tbsp, tablespoons a For calculated daily doses 1,000 mg or greater, round the dose to
the nearest 250 mg to determine the number of SEPHIENCE packets required. b For each 1,000 mg packet, add 2 Tbsp (30 mL) of
water, apple juice, strawberry jam, or applesauce, and then add an additional quantity of 2 Tbsp (30 mL) for up to three 250 mg
packet(s) and then mix.

—

4 Tbsp or 60 mL

6 Tbsp or 90 mL

8 Tbsp or 120 mL

10 Tbsp or 150 mL

L | B = | S [d | [t [ S| (B | = | S [d | B [ = | S [ [ D | =

12 Tbsp or 180 mL

Oy [t nn |un (b (s 4 (W |d [ |3 (M| B [ | B = | = | —

The efficacy of Sephience was evaluated in Trial 1, a two-part in adult and pediatric patients with a
diagnosis of PKU with hyperphenylalaninemia with at least 2 blood Phe measurements 2600 pmol/L.

In Part 1, patients received open-label treatment with Sephience according to recommended starting
dosage for 14 days. In Part 1, 66% of PKU patients showed a biochemical response to Sephience with a
>30% or greater reduction in Phe level. In Part 2, after the 2-week washout period from Part 1, 98



patients aged 2 years and older who demonstrated a 230% reduction in blood Phe levels to Sephience
treatment in Part 1 were randomized in a double-blind fashion to either Sephience 20 mg/kg daily for
Weeks 1 and 2, 40 mg/kg daily for Weeks 3 and 4, 60 mg/kg daily for Weeks 5 and 6, or placebo for 6
weeks. In Part 2, the primary efficacy was assessed in patients who demonstrated a 230% reduction in
blood Phe levels during Part 1 (N=98) by the mean change in blood Phe level from baseline to Weeks 5
and 6 in the Sephience-treated group as compared to the mean change in the placebo group. Results are
shown in Table 7.

Table 7. Change in Blood Phe Levels from Baseline at Weeks 5 and 6 For Patients Who Had a
230% Reduction in Blood Phe Levels During Part 1 of Trial 1

SEPHIENCE Placebo
(N=49) (N=49)

Baseline Blood Phe Level* (umol/L)

Mean (+£SD) 646.1 (253) 654 (261.5)

Percentiles (25", 75™) 468.5, 769.5 466, 796
Weeks 5 and 6"

Mean (+SD) 236 (174.9) 637.9 (259.9)

Percentiles (25, 75™) 127.7, 291 453,776
Mean Change in Blood Phe From Baseline to Weeks 5 and 6 (nmol/L)

Adjusted Mean (+SE) -415.8 (24.1) -19.9 (24.2)

Percentiles (25", 75') -544, -296.7 -86.7, 63.7
Treatment difference (95% CI) in adjusted mean ' -395.9 (-463.1, -328.7)
Mean Percent Change in Blood Phe From Baseline to Weeks 5 and 6 (%)

Mean (+SD) -62.8 (20.7) 1.4 (29.2)

Percentiles (25, 75 -76.9, -60.7 -12.4, 15

Treatment difference (95% CI) in adjusted mean -64.2 (-74.1,-54.4)

Baseline is the average of Day -1 and Day 1 blood Phe levels in Part 2. b Blood Phe levels were based on average values during
Weeks 5 and 6. T Adjusted mean and standard error, p-value < 0.0001 for treatment difference were from a mixed model for
repeated measures (MMRM) with change in blood Phe from baseline to post-baseline assessments as the response variable, and
fixed effects for treatment, baseline blood Phe, baseline Phe stratum, visit and treatment-by-visit interaction.

Supportive efficacy data is provided by Trial 2, an ongoing, open-label trial in adult and pediatric patients
with a clinical diagnosis of PKU with hyperphenylalaninemia.

Sephience includes warnings and precautions for the risk of increased bleeding, hypophenylalaninemia,
and an interaction with levodopa. Bleeding events, including superficial hematomas, prolonged bleeding,
and heavy menstrual bleeding have occurred in patients treated with Sephience. Patients should be
advised to watch for signs of increased bleeding and may consider treatment interruption during active
bleeding. In trial 1, a case of heavy menstrual bleeding was reported in one Sephience treated patient. In
trial 2, less than 2% of patients experienced increased bleeding which included heavy menstrual
bleeding, non-traumatic superficial hematomas, and prolonged bleeding.

During clinical trials, the most common adverse reactions were diarrhea, headache, abdominal pain,
hypophenylalaninemia, feces discoloration, and oropharyngeal pain.

The safety and efficacy of Sephience has been established in pediatric patients 1 month of age and older.
Use is supported by evidence from one adequate and well controlled trial in 63 pediatric patients aged 1
to <17 years of age and additional safety and efficacy information obtained from an ongoing open-label
trial in adults and pediatric patients with PKU. The safety and efficacy has not been established in
pediatric patients less than 1 month of age.

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

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



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

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

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

e Medical record documentation that Sephience is prescribed by a metabolic specialist AND

e Medical record documentation of a diagnosis of hyperphenylalaninemia (baseline blood Phe level
greater than or equal to 360 umol/L) AND

e Medical record documentation of baseline Phe level AND

e Medical record documentation that the member is on and compliant with a Phe-restricted diet
AND

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

GPI LEVEL: GPI-12

AUTHORIZATION DURATION: Approval for new starts will be given for an initial authorization
duration of eight (8) weeks. For continuation of coverage, the following criteria is required:
e Medical record documentation of a response to Sephience defined by a reduction in
blood Phe levels from baseline OR
e Medical record documentation of an increase in Phe tolerance (addition of Phe in diet
with stable Phe level)

After the initial 8 week approval, subsequent approvals will be for a duration of one (1) year.
Reevaluation of coverage will be every one (1) year requiring the following:
e Medical record documentation of a sustained reduction in blood Phe levels OR
e Medical record documentation of improvement in neuropsychiatric symptoms or an
increase in Phe tolerance

QUANTITY LIMIT: 3 tablets 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.

PAPZIMEOS (zopapogene imadenovec-drba)

Review: Papzimeos (zopapogene imadenovec-drba) is a gene therapy for the treatment of recurrent
respiratory papillomatosis (RRP). RRP is a rare disease caused by the human papilloma virus (HPV), with
HPV strains 6 and 11 noted to cause up to 90% of RRP cases in the United States. RRP is characterized
by the growth of benign papillomas within the respiratory tract. Most commonly, papillomas affect the
larynx, but can occur in any portion of the respiratory tract, including the trachea and lungs. RRP can
develop at any age in children (juvenile-onset before age 13) or adults after exposure to HPV, which
generally occurs during vaginal delivery at birth or sexual intercourse. In the United States, RRP is
estimated to affect 20,000 adults and can cause symptoms such as hoarseness, difficulty breathing, or
need for tracheostomy, depending on the location and size of the papillomas.

While Papzimeos is the first FDA-approved therapy for RRP, current treatments include surgical



procedures to debulk papillomas and off-label pharmacotherapy. The frequency of surgical procedures
can vary among patients depending on the severity and aggressiveness of the disease. On average,
patients may require up to four surgeries per year, with cost estimates as high as $10,000 per surgery.
Multiple techniques, including lasers, can be used to minimize complications such as scarring or
prolonged hoarseness.

Off-label pharmacologic treatments include systemic bevacizumab, intralesional cidofovir, and vaccination
with Gardasil-9. Although standardized dosing has not been established, various studies have examined
the efficacy and safety of these treatments. Studies examining the use of systemic bevacizumab showed
a decrease in the number of annual procedures from 3 to 0.5, with median time to surgery of 634 days.
Additionally, a systematic review showed up to 95% of patients receiving intravenous bevacizumab had
an increase in the time to surgery, while 56% of patients did not require surgery within an average of 21.6
months. Another review examined 20 studies treating 185 adult patients with intralesional cidofovir. It was
found that 74% of adult patients achieved a complete response, while 23.8% of adults achieved a partial
response. Three patients, out of 185 adult patients, stopped therapy during the trial and one patient did
not respond. Furthermore, the study demonstrated no increased risk of dysplasia with intralesional
cidofovir as compared to the background rate of malignant transformation in RRP patients.

Additionally, one meta-analysis examining the use of the HPV vaccine (Gardasil-9) as treatment for RRP
showed that the average time to surgery was extended from 7 to 34 months after vaccination. The
American Academy of Otolaryngology — Head and Neck Surgery issued a consensus statement
recommending HPV vaccination for all patients with RRP between 9 and 45 years, with consideration for
patients below 9 years or above 45 years.

Papzimeos is the first FDA-approved therapy for RRP. It is a non-replicating gorilla adenoviral vector-
based immunotherapy which contains a fusion antigen for segments of proteins found in cells infected
with HPV-6 and 11. Papzimeos stimulates the body’s immune response to HPV-6 and HPV-11 proteins,
thereby activating T-cells to specifically destroy cells infected with HPV-6 and 11. Papzimeos is
administered subcutaneously as one 1 mL injection of 5 x 10" particle units at weeks 0, 2, 6, and 12 into
the upper arm or thigh. Surgical debulking of papillomas should be performed prior to the first dose. Prior
to the third and fourth treatments (at weeks 6 and 12), debulking procedures should be performed for any
papilloma regrowth. No dose adjustments are indicated for impaired renal or hepatic function.

Papzimeos requires special storage and handling. Papzimeos should be frozen at -60°C or lower until
needed for administration, at which time rapid thawing should occur. During preparation, exposure to
room temperature should be limited to 60 minutes or less. Papzimeos should be protected from light and
not shaken. After administration, the injection site should be wiped with an alcohol swab, and patients
should be instructed not to touch the injection site or bandage for 24 hours. Spills should be disinfected
with virucidal agents and treated as biohazard waste.

The safety and efficacy of Papzimeos was established in one open-label, single-arm study consisting of
38 patients.
Population 38 adult patients
Inclusion criteria:
e 3 or more debulking procedures for laryngeal papillomas within the past 12
months
e Diagnosis of RRP, as confirmed by laryngotracheal papillomas and
histology from CLIA-certified lab
e No systemic therapy for 3 or more half-lives of previous drug and 30-day
washout from systemic bevacizumab
e Negative for hepatitis B and C
Exclusion criteria:
e Clinical judgement that 6-week period between surgical debulking will put
patient at risk based on prior history
e Cardiovascular disease history
e Immunosuppressive or corticosteroid (greater than 10 mg prednisone




equivalents) therapy within 14 days of study drug administration

Intervention e Debulking surgery prior to dose on day 1
e Debulking surgery prior to dose on days 43 and 85, if needed
o Efficacy:

e 35 patients
= 5 x 10" PU per injection on Days 1, 15, 43, and 85
e Non-efficacy:
e 3 patients
= 1 x 10" PU per injection on Days 1, 15, 43, and 85

Comparator Not applicable

Outcomes Complete response, as defined by absence of surgical procedures for 12 months
(primary

endpoint)

At 12 months post-treatment, 30 patients (86%) experienced a reduction in surgical interventions as
compared to baseline in the year prior to treatment. The number of patients experiencing a reduction in
surgical interventions increased over time, with 91% and 95% of patients experiencing a reduction in
interventions in year 2 and year 3, respectively. Out of those 30 patients with a reduction in interventions
within the first year, 23 patients experienced a complete or partial response, with 18 patients (51%)
demonstrating complete response (95% ClI: 34 to 69%) and 5 patients (14%) demonstrating a partial
response (defined as 50% or greater reduction in surgical procedures at 12 months). Out of the 18
patients with a complete response, 15 patients (83% of complete responders; 43% of efficacy population)
continued to have a complete response at a median of 36 months post-treatment. On average, patients
with a partial response required an intervention at 6 months post-treatment.

Patients in the non-efficacy group failed to show any response, thus indicating the need for a higher
concentration of particle units for therapeutic effect.

38 patients

Non-efficacy: Efficacy

-1

3 patients 35 patients

rNo reduction in surgical intervention:l:keduction insurgical intervenh'ons—l

No response 5 patients 30 patients

[ | 1
Less than partial response Partial response Complete response
| | |

No response

7 patients 5 patients 18 patients

I 1
Complete response not continued Continued complete response

3 patients 15 patients




Figure 1. Schematic showing results (up to 36 months) for complete, partial, and non-responders.

When evaluating safety, 97% of patients experienced an injection site reaction, with fatigue, chills,
pyrexia, myalgia, nausea, and headache occurring in more than 10% of the efficacy and non-efficacy
groups. Reactions were reported to last as long as three days but did not lead to discontinuation of
treatment. All adverse events were mild-to-moderate and non-life threatening. Table 2 lists percentages
of patients experiencing adverse events. Although thrombotic events were not observed in clinical trials, a
theoretical risk of thrombotic events exists with adenoviral vectors and is considered a warning per
prescribing information.

Table 2: Percentage of patients in the efficacy and non-efficacy groups experiencing adverse events.

Adverse Event Number of Patients (%)
Injection site reaction | 37 (97)
Fatigue 28 (74)
Chills 25 (66)
Pyrexia 24 (63)
Myalgia 11 (29)
Nausea 10 (26)
Headache 4 (11)
Tachycardia 3 (8)
Diarrhea 2 (5)
Vomiting 2(3)
Hyperhidrosis 2 (5)

Papzimeos has not been studied in the pediatric, pregnant, or lactating population. Due to a small sample
size of patients greater than or equal to 65 years of age, changes in efficacy for the geriatric population
could not be established.

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 (34 approved, 0 rejected).

Outcome: Papzimeos will be added to medical benefit and will not be added to pharmacy benefit. It is
recommended that Papzimeos be added to medical benefit with prior authorization and quantity limit for
Commercial/Exchange/CHIP and Medicaid with the following criteria:
e Medical record documentation that member is 18 years of age or older AND
e Medical record documentation that member has a confirmed diagnosis of recurrent respiratory
papillomatosis (RRP) with laryngopharyngeal papillomas AND
Medical record documentation that member has confirmed HPV serotypes 6 or 11 AND
Medical record documentation that member has histologic confirmation of RRP from a CLIA-
certified laboratory AND



e Medical record documentation that Papzimeos is prescribed by or in consultation with a
pulmonologist, otolaryngologist, or oncologist AND

e Medical record documentation that member has had an inadequate response or contraindication
to intralesional cidofovir or systemic bevacizumab AND

e Medical record documentation that member has required three or more surgeries (i.e., debulking
procedures) for RRP within the past 12 months AND

e If member is 9 years of age to 45 years of age: Medical record documentation that member has
received vaccination with HPV-9 vaccine (Gardasil-9), unless contraindicated, and continues to
require surgical interventions AND

e Medical record documentation that provider will evaluate and/or perform surgical procedures (i.e.,
debulking procedures) prior to the first, third and fourth doses (at weeks 0, 6, and 12) of
Papzimeos 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

GPI LEVEL: GPI-12

AUTHORIZATION DURATION: 6 months, no reauthorization permitted
QUANTITY LIMIT: 4 mL (4 vials) per lifetime

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.

VANRAFIA (atrasentan)

Review: Vanrafia is an endothelin receptor antagonist indicated to reduce proteinuria in adults with
primary immunoglobulin A nephropathy (IgAN) at risk of rapid disease progression, generally a urine
protein-to-creatinine ratio (UPCR) = 1.5 g/g. This indication is approved under accelerated approval
based on a reduction of proteinuria. It has not been established whether Vanrafia slows kidney function
decline in patients with IgAN. Continued approval for this indication may be contingent upon verification
and description of clinical benefit in a confirmatory clinical trial. Endothelin (ET)-1 is thought to contribute
to the pathogenesis of IgAN via the ETAR and Vanrafia is a selective ETA receptor antagonist.

Vanrafia is the fourth FDA approved treatment for IgAN, competing with Filspari, Fabhalta, and Tarpeyo.
Currently all four treatments show comparable reduction of proteinuria in adults with IgAN. In clinical
trials, Vanrafia, Fabhalta, and Tarpeyo were given in combination with RAS treatment as standard of care
while Filspari was evaluated in a head to head trial with irbesartan.

The recommended dosage of Vanrafia is 0.75 mg once daily with or without food. It is supplied as 0.75
mg tablets.

The efficacy of Vanrafia was evaluated in the ALIGN trial, a randomized, double-blind, placebo-controlled
study in adults with biopsy-proven primary IgAN, an eGFR = 30 mL/min/1.73 m2 , and urine protein = 1
g/day on a stable dose of maximally tolerated renin angiotensin system inhibitor. The study included a
main cohort of 340 patients and an exploratory cohort of 64 patients who were also on a stable dose of
sodium glucose co-transporter 2 inhibitor (SGLT2i) at baseline. Patients with chronic kidney disease due
to another condition or those treated with systemic immunosuppressants were excluded.

Patients were randomized 1:1 to receive Vanrafia 0.75 mg once daily or placebo. RAS inhibitor therapy
was continued throughout the study. Rescue immunosuppressive therapy could be started per
investigator discretion during the trial. Efficacy analysis included the first 270 patients in the main cohort



who reached the Week 36 visit. The geometric mean baseline UPCR was 1.5 g/g sampled from a 24-hour
urine and 15% of patients had proteinuria > 3.5 g/day.

The primary endpoint was the percent reduction in UPCR at Week 36 compared to baseline. Results are
shown in Table 3.

Table 3. Percent Reduction in UPCR at Week 36 Relative to Baseline in ALIGN

VANRAFIA Placebo
on top of supportive care® on top of supportive care*
(N=135) (N=135)
% Reduction in UPCR (95% CI) at Week 36 38% (32%, 44%) 3 % (-7%, 12%)
relative to baseline"
VANRAFIA versus placebo: % reduction in 36% (26%, 45%)
UPCR (95% CI) at Week 36 relative to baseline
compared on a relative scale®
p-value® < 0.0001

a Supportive care: primarily a stable dose of maximally-tolerated RAS inhibitor therapy. b Least squares geometric mean ratio in
UPCR (sampled from a 24-hr urine collection) to baseline was reported as a percent reduction along with the respective 95%
confidence interval. ¢ The estimate of the ratio of least squares geometric mean ratio in UPCR (sampled from a 24-hr urine
collection) to baseline comparing VANRAFIA with placebo was reported as a relative percent reduction along with the respective
95% confidence interval and 2-sided p-value. d Mixed model repeated measures analysis included all observed UPCR data except
for subjects with intercurrent events (i.e., restricted medication use, chronic dialysis, kidney transplant). These subjects had UPCR
data excluded beginning at the start date of the earliest event. The only intercurrent events observed were restricted medication
use, which occurred in 3.0% and 5.2% of VANRAFIA and placebo treated subjects, respectively. e Two-sided p-value statistically
significant at the 0.01 level. Abbreviations: Cl, confidence interval; N, number of randomized subjects in each group in the main
cohort; UPCR, urine protein-to-creatinine ratio; RAS, renin-angiotensin system.

The treatment effect on UPCR at Week 36 was consistent across subgroups including age, sex, race,
baseline disease characteristics (such as baseline eGFR and proteinuria levels) within the main cohort.
The treatment effect on UPCR at Week 36 was also consistent in the exploratory SGLT2i cohort.

Vanrafia has a black box warning for the risk of embryo-fetal toxicity based on data from animal
reproduction studies. Other warnings include hepatotoxicity, fluid retention, and decreased sperm counts.
During clinical trials, the most common adverse reactions were peripheral edema and anemia.

The safety and efficacy of Vanrafia has not been established in pediatric patients. There were 29 patients
65 years of age and older in the ALIGN trial. Of the total Vanrafia-treated patients, 15 were 65 years to 75
years of age and 3 were 75 years of age and older. No overall differences in safety and efficacy were
observed between older and younger patients. No dose adjustment is required for patients with mild or
moderate hepatic impairment. Vanrafia should not be started in patients with 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 (31 approved, 0 rejected).

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

Outcome: Vanrafia is a pharmacy benefit and will not be added to the Commercial, Marketplace, and
GHP Kids formulary. The following prior authorization criteria will
e Medical record documentation of age greater than or equal to 18 years AND



e Medical record documentation of primary immunoglobulin A nephropathy (IgAN) verified by
biopsy b

e Medical record documentation that Vanrafia is prescribed by or in consultation with a nephrologist
AND

e Medical record documentation that patient is at risk of disease progression, defined as proteinuria
greater than 1 gram/day AND

e Medical record documentation of estimated glomerular filtration rate (¢eGFR) greater than or equal
to 30 mL/min/1.73 m? AND

e Medical record documentation that member has received a stable dose of a renin-angiotensin
system (RAS) Inhibitor (ACE inhibitor or ARB) at a maximally tolerated dose for greater than or
equal to 90 days AND

e Medical record documentation that a renin-angiotensin system (RAS) inhibitor (ACE inhibitor or
ARB) will be used in combination with Vanrafia AND

e Medical record documentation that member has received greater than or equal to 90 days of
optimized supportive care, including blood pressure management, lifestyle modification, and
cardiovascular risk modification

GPI LEVEL: GPI-12

AUTHORIZATION DURATION: Initial approval will be for 9 months. Subsequent authorizations will
be for 12 months and will require:
e Medical record documentation of continued disease improvement or lack of disease
progression according to prescriber (i.e., decreased levels of proteinuria from baseline or
decreased urine protein-to-creatinine ratio (UPCR) from baseline)

QUANTITY LIMIT: 1 tablet 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.

BRYNOVIN (sitagliptin)

Review: Brynovin is a liquid formulation of sitagliptin used to improve blood sugar control in adults with
type 2 diabetes. Brynovin is a refrigerated oral solution taken once daily and should be discarded 90 days
after opening. It is the only FDA-approved oral solution in the DPP-4 inhibitor class, offering an option for
patients who have difficulty swallowing pills or prefer to avoid injections. DPP-4 inhibitors are not
recommended as initial therapy in the 2025 ADA and AACE guidelines but are considered appropriate as
second-line or add-on treatment for additional glycemic control. Dose adjustments are required for
patients with reduced kidney function, and its safety and effectiveness have not been established in
pediatric populations. FDA approval of Brynovin was supported by a single bioequivalence study
demonstrating pharmacokinetic equivalence to Januvia, supporting a comparable safety profile. Brynovin
was well tolerated, with no serious adverse events reported.

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

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

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



Outcome: Brynovin will be a pharmacy benefit and will not be added to the formulary. The following prior
authorization criteria will apply:
e Medical record documentation of a diagnosis of type Il diabetes AND
e Medical record documentation of age greater than or equal to 18 years old AND
e Documentation of one of the following:
o Medical record documentation of contraindication to, intolerance to, or therapeutic failure
to three formulary alternatives, one of which must be Tradjenta OR
o Medical record documentation of difficulty swallowing (dysphagia) or a medical condition
that is characterized by difficulty or inability to swallow.

GPI LEVEL: GPI-12
QUANTITY LIMIT: 4 mL per day
RPH SIGNOFF REQUIRED: no

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

BRINSUPRI (brensocatib)

Review: Brinsupri (brensocatib) was approved in August 2025 for the treatment of non-cystic fibrosis
bronchiectasis (NCFB) in adults and adolescents aged 12 years and older. Brensocatib is a competitive,
reversible inhibitor of dipeptidyl peptidase 1 (DPP1), which reduces activation of neutrophil serine
proteases (NSPs) during neutrophil maturation. This mechanism targets neutrophilic inflammation—a key
driver of NCFB progression.

Chronic neutrophilic inflammation leads to airway thickening, resulting in persistent cough, daily
production of viscous sputum, and recurrent upper airway infections. Acute exacerbations perpetuate
neutrophil-driven inflammation, causing repeated lung damage, progressive decline in lung function, and
reduced quality of life. The overall treatment goals for bronchiectasis include managing exacerbations,
controlling inflammation, and improving bronchial hygiene. Surgical intervention may be considered in
refractory cases.

NCFB affects an estimated 350,000-500,000 adults in the United States and is more common in women
and older adults. Management strategies focus on enhancing airway clearance through techniques such
as directed coughing, regular exercise, and chest physiotherapy. Mucolytic therapy and airway hydration
may be used in select cases, though clinical trials suggest limited benefit for the general NCFB
population. Pulmonary rehabilitation can also be considered.

Evaluation for underlying conditions is essential to guide targeted therapy. Antibiotics remain first-line
treatment for preventing exacerbations. Elastase inhibitors like Brinsupri are reserved for patients
experiencing two or more exacerbations annually despite antibiotic therapy, due to their high cost and
modest efficacy. This second-line therapy is typically used alongside antibiotics such as macrolides or
inhaled antipseudomonal agents. Glucocorticoids are generally avoided unless indicated for comorbid
asthma or COPD. Additional supportive measures include inhaled bronchodilators, management of
gastroesophageal reflux, and up-to-date immunizations.

There were two clinical trials that were involved in the approval of Brinsupri. The first trial is the ASPEN
trial. ASPEN was a randomized, double-blind, placebo-controlled trial that enrolled 1721 patients with a
duration of 52 weeks. There were 1680 adults and 41 pediatric patients (12 years of age to less than 18
years of age) who were randomized to Brinsupri 10 mg (n=583), Brinsupri 25 mg (n=575), or placebo
(n=563) administered orally once daily. Patients were included in the study if that had a history of NCFB



confirmed by CT with at least 2 exacerbations (PEXx) in the last 12 months. Pulmonary exacerbations were
defined as worsening of 3 or more of the following major symptoms over 48 hours: increased cough,

increased sputum volume or change in sputum consistency,

increased sputum purulence, mcrgased breathlesgness, BRINSUPRI demonstrated a significant reduction
decreased exercise tolerance, fatigue and/or malaise, and in exacerbation risk over 52 weeks
hemoptysis, resulting in a healthcare provider’s decision to

prescribe systemic antibiotics. Pulmonary exacerbations were 150
considered severe if requiring treatment with intravenous
antibacterial drugs and/or resulted in hospitalization. In the
ASPEN trial, treatment with Brinsupri (10mg and 25mg)
resulted in a reduction in the mean rate of PEx over 52 weeks
in comparison with placebo. Secondary endpoints of time to
first PEX, proportion of patients that were exacerbation-free
throughout the 52 week treatment period, annualized rate of
severe PEXx, and the change in baseline in post-bronchodilator

FEV1 were also observed. 0 4 8 T 6 20 24 2B 32 36 40 44 48 52
Week

exacerbations
o
@

=== BRINSUPRI 10 mg [N=583)
= = BRINSUPRI 25 mg (N=575)
=== Placebo (N=563)

Cumulative mean number of

ASPEN Trial (52 Weeks): Brinsupri vs Placebo — Generated by Copilot

Endpoint Placebo Brinsupri 10 | Brinsupri 25 | Key Statistic | Significance
mg mg (95% CI)

Annualized 1.29 1.02 1.04 Rate ratio: Significant
PEx rate 0.79 (0.68—

0.92); 0.81

(0.69-0.94)
Median time | 36.71 49.00 50.71 Hazard ratio: | Significant
to first PEx 0.81 (0.70-
(weeks) 0.95); 0.83

(0.70-0.97)
PEx-free at 40.3% 48.5% 48.5% Odds ratio: Significant
Week 52 (%) 1.41 (1.11-

1.81); 1.40

(1.10-1.79)
Annualized 0.19 0.14 0.14 Rate ratio: Not
severe PEXx 0.74 (0.51- significant
rate 1.09); 0.74

(0.52-1.06)
FEV, change | —-62 -50 -24 Diff vs Significant
at Week 52 placebo: +11 | (25 mg only)
(mL) (—14, +37);

+38 (+11,

+65)

Abbreviations: FEV, = forced expiratory volume in 1 second; PEx = pulmonary exacerbation.
Statistical significance assessed via 95% CI: ratios significant if Cl does not cross 1; differences
significant if Cl does not cross 0.

WILLOW was the 2" clinical trial. It was a randomized, double-blind, placebo-controlled trial that enrolled
256 adult patients with NCFB. They were randomized to Brinsupri 10 mg (n=82), Brinsupri 25 mg (n=87),
or placebo (n=87) administered orally once daily. Same confirmation of NCFB by CT scan, and patients
had at least 1 PEx in the prior 12 months. The primary endpoint was the time to first exacerbation over
the 24-week period. The primary efficacy endpoint was met; Brinsupri 10mg and 25mg extended the time
to the first exacerbation compared to placebo (0.58 and 0.62). Current smokers were excluded from both
trials.



WILLOW Trial (24 Weeks): Brensocatib vs Placebo — Generated by Copilot

Endpoint Placebo Brensocatib Brensocatib Key Statistic | Significance
10 mg 25 mg (95% CI)

Time to first -- HR: 0.58 HR: 0.62 P=0.03; Significant

PEx (24 wks) P=0.046

21 48% 32% 33% P=0.03; Significant

Exacerbation P=0.04

(%)

NE reduction 1514 ng/mL 214 ng/mL 141 ng/mL 186%; 191% Significant

(sputum)

Cathepsin G 56 ng/mL 6 ng/mL 4 ng/mL 190%; 193% Significant

reduction

Proteinase 3 2927 ng/mL 2309 ng/mL 1368 ng/mL 121%; 153% Significant

reduction

Abbreviations: PEx = pulmonary exacerbation; HR = hazard ratio; NE = neutrophil elastase.

Significance based on reported P-values and biomarker reductions.

The most common side effects were upper respiratory tract infection, headache, rash, mild to moderate
hyperkeratosis, hypertension, and gingivitis.

Brensocatib may interact with live attenuated vaccines, and caution is advised when co-administering
these agents. The safety of Brensocatib during pregnancy and breastfeeding is insufficiently studied, and
its effects remain unknown.

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 (35 approved, 0 rejected).

Outcome: Brinsupri is a pharmacy benefit and will NOT be added to the Commercial/Exchange/CHIP
formularies (would default to specialty tier). The following prior authorization criteria will apply:
e Medical record documentation of age = 12 years AND
e Medical record Brinsupri was prescribed by or in consultation with a pulmonologist AND
e Medical record documentation of a diagnosis of bronchiectasis confirmed by chest computed

tomography (CT) scan AND

e Medical record documentation of a diagnosis of a clinical history consistent with bronchiectasis
(chronic cough, chronic sputum production, and/or recurrent respiratory tract infections) AND
e Medical record documentation that member does not have bronchiectasis due to cystic fibrosis

AND

e Medical record documentation of at least 2 pulmonary exacerbations (1 for patients 12-17 years
of age) in the past 12 months requiring an antibiotic prescription, urgent care or emergency room
visit, or hospitalization.

GPI LEVEL: GPI-12

QUANTITY LIMIT: 30 tablets per 30 days

AUTHORIZATION DURATION: Approval will be given for 1 year. Reauthorization will require:




e Medical record documentation of clinical benefit of the use of Brinsupri including a decrease
in the frequency, severity, or duration of pulmonary exacerbations and medical record of
appropriate clinical follow-up from specialist.

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.

ANZUPGO (delgocitinib)

Review: Anzupgo is a topical Janus Kinase (JAK) inhibitor indicated for the topical treatment of moderate
to severe chronic hand eczema (CHE) in adults who have had an inadequate response to, or for whom
topical corticosteroids are not advisable. Anzupgo is not recommended in combination with other JAK
inhibitors or potent immunosuppressants. CHE is hand eczema that lasts more than 3 months or recurs
two ore more times within a 12-month time frame. CHE often occurs together with atopic dermatitis and
are typically treated with first-line topical corticosteroids. Moderate to higher potency topical
corticosteroids are considered first-line treatment for moderate to severe CHE. CHE may be treated off-
label with other therapies indicated for AD, such as Opzelura, Vtama, Nemluvio, topical calcineurin
inhibitors (TCls), Xeljanz, Rinvoq, and Dupxient but there is limited trial data specific to CHE.

The recommended dosage of Anzupgo is a thin layer applied twice daily to the affected areas only on the
hands and wrists. Patients should not use more than 30 grams per 2 weeks or 60 grams per month.
Anzupgo is supplied as a 2% cream where each gram contains 20 mg of delgocitinib in 30 gram and 60
gram tubes.

The efficacy of Anzupgo was evaluated in two randomized, double-blind, vehicle controlled, 16-week
trials (Trial 1 and Trial 2) in 960 adult patients with moderate to severe CHE with a history of inadequate
response to, or for whom topical corticosteroids were not advisable. All subjects who completed Trial 1 or
Trial 2 could enroll in a long-term extension trial (Trial 3).

Disease severity of enrolled subjects was defined using the Investigator’'s Global Assessment for chronic
hand eczema (IGA-CHE) score and the Hand Eczema Symptom Diary (HESD) itch score (weekly
average). The IGA-CHE is the investigator’s overall assessment of chronic hand eczema at a given time
point on a scale ranging from O (clear) to 4 (severe). The HESD itch score assesses disease severity of
pruritus using a scale ranging from 0 (no symptoms) to 10 (severe symptoms). Subjects enrolled in these
three trials had an IGA-CHE score of 3 or 4 (moderate or severe, respectively) and a HESD itch score
(weekly average) of = 4 points at baseline.

The primary classifications of CHE by subtype were atopic hand eczema (35.9%), hyperkeratotic eczema
(21.5%), irritant contact dermatitis (19.6%), allergic contact dermatitis (13.9%), vesicular hand eczema
(9.1%), and contact urticaria/protein contact dermatitis (0.1%). In these trials, 28% of subjects had a
baseline IGA-CHE score of 4 (severe CHE). The mean baseline HESD itch and pain scores were 7.1 and
6.7, respectively.

Subjects applied topical Anzupgo or vehicle twice daily to affected areas for 16 weeks. The primary
efficacy endpoint was proportion of subjects who achieved IGA-CHE treatment success (IGA-CHE TS) at
Week 16, defined as a score of O (clear) or 1 (almost clear) with at least a 2-point improvement from
baseline. Results are shown in Table 3.



Table 3: Efficacy Results of Anzupgo in Adults with Moderate to Severe CHE at Week 16 in Trial 1
and Trial 2!

TRIAL 1 TRIAL 2
ANZUPGO Vehicle ANZUPGO Vehicle
(N=325) (N=162) (N=313) (N=159)
IGA-CHE TS, % responders?:® 20% 10% 29% 7%
(64/325) (16/162) (91/313) (11/159)
Difference from Vehicle (95% ClI) 10% (4%, 16%) 22% (16%, 29%)
HESD itch = 4-point 47% 23% 47% 20%
improvement, % responders® ¢ (152/323) (37/161) (146/309) (31/156)
Difference from Vehicle (95% CI) 24% (16%, 33%) 27% (19%, 36%)
HESD pain = 4-point 49% 28% 49% 23%
improvement, % responders® ¢ (143/291) (41/149) (143/294) (32/141)
Difference from Vehicle (95% Cl) 22% (12%, 31%) 26% (17%, 35%)

Abbreviations: N=number of subjects in the full analysis set (all subjects randomized and dosed); a. Data
after initiation of rescue treatment, permanent discontinuation of treatment, or missing data were
considered nonresponse. b. IGA-CHE treatment success (IGA-CHE TS) was defined as a score of 0
(clear) or 1 (almost clear) with at least a 2-point improvement from baseline. c. Based on the number of
subjects whose weekly average baseline value was = 4 (scale from 0-10).

There are no black box warnings for Anzupgo. Warnings and precautions include risk of infection, non-
melanoma skin cancers, risk associated with live vaccinations, and potential risk related to JAK inhibition
(It is not known if Anzupgo may be associated with the observed or potential adverse reactions of JAK
inhibition associated with oral JAK inhibitors.

During clinical trials, the most common adverse reactions were application site pain, paresthesia,
pruritus, erythema, and bacterial skin infections including finger cellulitis, paronychia, other skin
infections, leukopenia, and neutropenia.

The safety and efficacy of Anzupgo has not been established in pediatric patients. Of the 691 patients
treated with Anzupgo in clinical trials, 59 patients were 65 years of age and older and 10 patients were 75
years of age and older. No overall differences in safety or efficacy were observed between older and
younger patients.

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

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

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

Outcome: Anzupgo 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 that Anzupgo is prescribed by or in consultation with a
dermatologist, allergist, or immunologist 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 chronic hand eczema (CHE)
which has persisted for at least three months or has recurred at least twice in the previous 12
months AND

e Medical record documentation that Anzupgo is NOT being used in combination with therapeutic
biologics, other JAK inhibitors or potent immunosuppressants such as azathioprine or
cyclosporine AND

e Medical record documentation of therapeutic failure on, intolerance to, or contraindication to two
formulary medium, high, or very high potency topical corticosteroids

NOTE: Chronic hand eczema is defined as hand eczema that lasts more than 3 months or recurs two
or more times within a 12-month period.

GPI LEVEL: GPI-12
QUANTITY LIMIT: 2 grams per day (60 grams per 30 days)

AUTHORIZATION DURATION: Initial approval will be for 3 months or less if the reviewing provider
feels it is medically appropriate. The medication will no longer be covered if patient experiences
resolution of symptoms of atopic dermatitis. Subsequent approvals will be for an additional 6 months
and will require:
e Medical record documentation of clinical benefit of the use of Brinsupri including a decrease
in the frequency, severity, or duration of pulmonary exacerbations and medical record of
appropriate clinical follow-up from specialist.

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.



UPDATES

DIFICID POLICY UPDATE

Background: There was a request to review the c.diff guidelines and our current commercial policy. A
pharmacy student reviewed the Infectious Diseases Society of America (IDSA)/Society for Healthcare
Epidemiology of America (SHEA) 2021 guidelines and made updates to the policy below.

Recommendation: Recommending updating the criteria points for the commercial Dificid policy.
Recommending removing the requirement to try two courses of vancomycin due to the guidelines not
recommending this. Additionally, the guidelines do state there is a higher reoccurrence rate with
vancomycin, so if a member already failed 1 course of vancomycin, it would not be appropriate to require
failure of a second course. Additionally, recommending to add a criteria point for patients that are at a
high risk for recurrence to be able to have Dificid as initial therapy to align with the current guidelines.

Prior Authorization Criteria (Commercial/Exchange/CHIP):
e Medical record documentation of a diagnosis of Clostridium difficile associated diarrhea in
members greater than or equal to 6 months of age AND
¢ Medical record documentation of therapeutlc failure on, mtolerance to, or contraindication to
vancomycin capsules. M ;

pulsed-regimen OR
e Initiation of therapy with Dificid in the hospital OR

Discussion: No comments or questions.

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

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

VIVITROL TIERING UPDATE

Background: According to Pennsylvania 1921 Act 284 Chapter 12 Section 57:
(a) Minimum requirement.--An insurer or MA or CHIP managed care plan shall make available coverage
of at least one prescription drug approved by the United States Food and Drug Administration for use in
medication-assisted treatment for opioid use disorders, including coverage of at least one of each of the
following without prior authorization:

1) Buprenorphine/naloxone prescription drug combination product.

2) Injectable and oral naltrexone.

3) Methadone.

(b) Coverage and cost tier.--If a medication-assisted treatment prescription drug set forth in subsection
(a) is covered as a pharmacy benefit, then the insurer or MA or CHIP managed care plan shall cover the



prescription drug on the lowest non-preventive cost tier of the health insurance policy or MA or CHIP
managed care plan.

Buprenorphine/naloxone, oral naltrexone, and injectable naltrexone are covered on the pharmacy benefit
with no prior authorization requirement. Methadone is covered only through the medical benefit when
utilized for substance use disorder.

Recommendation: At the recommendation of legal and in order to ensure compliance with section b of

Act 284 Chapter 21 Section 57 it is recommended that Vivitrol is moved to the generic tier of the
Commercial and CHIP formularies.

Discussion: No comments or questions.

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

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

NALOXONE UPDATE

Background: The prescription formulations of naloxone nasal spray (generic Narcan) have recently been
discontinued by the manufacturers.

Recommendation: In order to ensure continued access to naloxone, it is recommended that the over-

the-counter formulations of naloxone nasal spray (generic Narcan) are added to the preventative tier of
the Commercial, Exchange, and CHIP formularies. This change was made effective 1/1/2026.

Discussion: No comments or questions.

Outcome: The committee unanimously voted to accept the recommendations as presented. None were
opposed (30 approved, 0 rejected).

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

MEDICAL BENEFIT POLICY UPDATES

Medical Benefit Pharmaceutical Administrative Policy Update
Recommendations: The following section for the Drug Optimization Program is recommended to be
added to MBP 33.0 Medical Benefit Pharmaceutical Administrative Policy.

MBP 33.0 Medical Benefit Pharmaceutical Administrative Policy (commercial and exchange)
D. Site of Care (Excluding Medicaid and Medicare lines of business)

1. Medical benefit policy (MBP) 181.0 provides a policy of coverage regarding the use of
hospital-based outpatient facilities as a site of care for drugs that require administration via
intravenous BISUBSUIENEOUS infusion or injection for participating lines of business. See
MBP 181.0 for information regarding the medical necessity of site of care.




Casgevy & Lyfgenia Update

Recommendations: It is recommended to update the authorization duration of MBP 318.0 and 319.0 to
define a specific duration for the approval to allow time for the administration while simultaneously ensuring
an unlimited lifetime authorization is not entered (to match MBP 335.0 Aucatzyl duration).

MBP 318.0 Casgevy (exagamglogene autotemcel) & MBP 319.0 Lyfgenia (lovotibeglogene
autotemcel) [Commercial/Exchange/CHIP/Medicare

AUTHORIZATION DURATION: One (1) time approval — per lifetime; 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.

Tecartus Update

Recommendations: It is recommended to update the authorization duration of MBP 224.0 to define a
specific duration for the approval to allow time for the administration while simultaneously ensuring an
unlimited lifetime authorization is not entered (to match MBP 335.0 Aucatzyl duration).

MBP 224.0 Tecartus (brexucabtagene autoleucel) [Commercial/lExchange/CHIP/Medicaid]
AUTHORIZATION DURATION: One-time authorization for one administration of Tecartus

Discussion: No comments or questions.

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

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

DUR UPDATE

Commercial/Exchange/TPAs (COMM, D6)

Ongoing
e DPP-4/GLP-1 Diabetes Duplicate Therapy Report
o We receive this report monthly for all from Adam Kelchner. This report identifies
members who potentially have duplicate therapy on a DPP-4/GLP-1 combination. Calls
are made to the prescribers to discuss the lack of clinical evidence of this combination
and/or duplicate therapy. Recommendations are made to discontinue one agent (ex.
the DPP-4 if member on both a GLP-1 and DPP-4).
= For 2025 we have resolved the following number of cases of therapeutic
duplication:
= COMM: 2 cases of therapeutic duplication resulting in a projected savings of
$1,405.40 per script (this is savings to both member and the health plan)
e TNF and Oral Oncology Agent Report
o We get this report monthly for the Commercial/Exchange, TPA, and CHIP LOBs from
Adam Kelchner.
o This report was generated in response to removing the renewal prior authorization
requirement for these agents.




o This report identifies members who are on a TNF or Oral Oncology agent and may not
have been seen by their applicable specialist in the last 15 months.

o We research these members and reach out to the offices/members as necessary to
ensure the member has been seen within the last 15 months, an appointment has been
scheduled or will be scheduled with the member to ensure the member continues to be
able to receive their medication.

o For 2025:

= For COMM
o Members Reviewed: 38
o Outreaches Made: 8
o Letters Sent: 6
o Negative Overrides Entered: 1

o Members Reviewed: 59

o Outreaches Made: 13

o LettersSent: 1

o Negative Overrides Entered: 0
=  ForTG48

o Members Reviewed: 35

o Outreaches Made: 7

o Letters Sent: 2

o Negative Overrides Entered: 0
=  ForTG51

o Members Reviewed: 14

o Outreaches Made: 3

o LettersSent: 0

o Negative Overrides Entered: 0
= ForTGW2

o Members Reviewed: 8

o Outreaches Made: 2

o LettersSent: 0

o Negative Overrides Entered: 0
= ForTP45

o Members Reviewed: 2

o Outreaches Made: 1

o LettersSent: 0

o Negative Overrides Entered: 0
=  ForTP50

o Members Reviewed: 4

o Outreaches Made: 2

o LettersSent: 1

o Negative Overrides Entered: 0
=  ForTP56

o Members Reviewed: 1

o Outreaches Made: 1

o LettersSent: 0

o Negative Overrides Entered: 0
= For SASE



Members Reviewed: 1
Outreaches Made: 0
Letters Sent: 0

o Negative Overrides Entered: 0
For SASN

o Members Reviewed: 5

o Outreaches Made: 0

o LettersSent: 0

o Negative Overrides Entered: 0

O 0O

e Cystic Fibrosis Adherence Report

o We get this report quarterly for all LOBs from Adam Kelchner. The report identifies
patients who have a specific diagnosis of Cystic Fibrosis & outpatient/office visits within
the past 2 years. Further the report calls out medication fill history for specific CF
medications and the corresponding PDC.

For those members who are seen by a GHS provider we send their information
to the CF coordinators to discuss their medication adherence
We send letters to non-GHS providers with the CF medication fill history for
those members with a PDC less than 80%
And for all members we send a letter discussing the importance of medication
adherence
For 2025, please see below for the number of members an adherence letter was
sent to:

o Letters are only sent to members every 6 months

=  For COMM: 2

= ForD6:9
= ForTG48: 12
=  ForSASN:1
=  For WF89: 2
Please see below for the number of letters sent to non-GHS pulmonologists
= ForD6:0

Please see below for the number of members referred to the CF coordinators:
= ForCOMM:O0

= ForD6:12
=  ForTGA48: 15
=  For SASN: 2

= ForWF89:4

e Duplicate Anticoagulant Report

O

We get this report weekly for all LOBs flagging members filling duplicate anticoagulant

medications. We personally reach out to the providers/members of the flagged
members to confirm proper medication therapy.
For 2025:

For COMM (Commercial): 5 members reviewed and 0 interventions made
For D6 (Exchange): 14 members reviewed and 0 interventions made

For TG48/TG51: 8 members reviewed and 0 intervention made

For TGW2: 2 members reviewed and 0 intervention made

For TPN2: 1 member reviewed and 1 intervention made

For TP50: 1 member reviewed and 0 interventions made



Duplicate Specialty Therapy
o We run an in-house retrospective report quarterly for all LOBs with help from Adam
Kelchner and Aubrielle Smith. These members are identified and written up and sent to
a medical director if follow up is needed.
=  For Commercial/Exchange/TPA for 2025, 0 members were reviewed by a
pharmacist and 0 members were referred to Medical Directors for additional

follow-up.
o ForCOMM: 0
o ForD6:0

o ForTG48, TG51: 1 member reviewed and 0 interventions made
Duplicate Buprenorphine Therapy
o We get this report quarterly with help from Adam Kelchner. The report works to
identify members who have at least a 7 day overlap period of generic Buprenorphine
and generic Buprenorphine/naloxone products. Members identified as being on both
products are being forwarded to Dr. Meadows and Dr. Hossler for further outreach.
= For Commercial/Exchange, TPAs for 2025, 0 members have flagged on the
report for review and 0 members were referred to Dr. Meadows
Suboxone with an Opioid Report
o We get this report weekly for all LOBs from Adam Kelchner and we are writing up each
new member that flags on the report. These members are being discussed at our weekly
meeting with Dr. Meadows and Dr. Hossler. Both medical directors look into whether it
is appropriate to end the opioid authorizations still in place or if further intervention is
required.
o For Commercial/Exchange/TPA for 2025, see below for the new members reviewed and
those referred to the MDs:
=  For COMM: we have reviewed 2 new members and 0 members were referred

to MDs

= For D6: we have reviewed 1 new members and 0 members were referred to
MDs

= For TG51: we have reviewed 1 new members and 0 members were referred to
MDs

Ending Opioid Authorizations

o We are working on identifying members who have active opioid authorizations in place
but have since started Buprenorphine therapy. The letter is sent to the members
notifying them the opioid authorization has been ended due to the start of
buprenorphine therapy.

o For Commercial/Exchange/TPA for 2025, see below for the number of letters we sent to
members notifying them that we are ending their opioid authorization(s):

= ForD6:0
=  For COMM: 0
Opioid Overutilization Report (Report was on hold for first quarter)

o We get this report monthly from Navitus and we write up each member that flags on
the report. We have been monitoring the members that are continuously showing up on
the report by any change in their MED. For those members we deem appropriate we
will send a letter to their PCP.

o For Commercial/Exchange/TPA for 2025, see below for the number of reviewed cases.

= For COMM: we have reviewed 0 members and sent 0 cases to MDs for review




For D6: we have reviewed 1 member and sent 0 cases to MDs for review

e Fraud Waste Abuse Reports

O

We get this report weekly for all LOBs from Jeremy Baker. We prepare this report by
determining which claims need to be verified, and our GHP technician makes calls to
pharmacies to correct/verify claims.

We review claims for anti-hypertensives, statins, 1-day supply, and inhalers

For COMM for 2025, we have reviewed 17 cases and corrected claims, resulting

in a potential cost savings/avoidance of $4,312.38

For D6 for 2025, we have reviewed 19 cases and corrected claims, resulting in a

potential cost savings/avoidance of $1,636.43

For TG48, TG51 for 2025, we reviewed 22 cases and corrected claims, resulting

in a potential cost savings/avoidance of $2,116.50

For TGW2 for 2025, we reviewed 3 case and corrected claims, resulting in a
potential cost savings/avoidance of $161.32

For TP23 for 2025, we reviewed 1 case and corrected claims, resulting in a
potential cost savings/avoidance of $150.45

For TP45 for 2025, we reviewed 3 cases and corrected claims, resulting in a
potential cost savings/avoidance of $230.18

For TP46 for 2025, we reviewed 1 case and corrected claims, resulting in a
potential cost savings/avoidance of $6.68

For SAH1 for 2025, we reviewed 1 case and corrected claims, resulting in a
potential cost savings/avoidance of $187.04

For SASE for 2025, we reviewed 3 cases and corrected claims, resulting in a
potential cost savings/avoidance of $2,762.52

For SASN for 2025, we reviewed 5 cases and corrected claims, resulting in a
potential cost savings/avoidance of $84.03

e Duplicate Antipsychotics

o We get this report quarterly, and we send letters to the PCPs to address potential
duplicate therapy issues.

We have sent the following provider letters in 2025
o For COMM: 16

o FORD6: 22

o FORTG48,TG51: 29
o ForSASK:5

o ForTP50:4

o For WF89:1

e Tobacco Cessation Program

o We get this report monthly to identify members on prolonged tobacco cessation
treatment. We send a letter and resource pamphlet to provide additional behavioral
health support through Geisinger Health and Wellness.

For Commercial/Exchange/TPA for 2025, we sent letters to the below number of
members:

For COMM: 19
For D6: 27

For ALM3: 1
For SASE: 3
For SASN: 2
For SAH1: 1



=  ForTG48:12

=  For TP50: 2
=  ForTG51:2
= ForTPH2:1
= ForTP46:2
" ForTGW2:2
=  ForTP88:1
= ForTP23:1
= ForTP33:1
=  For WF89: 2

e STENT Adherence Report
o We get this report monthly to identify members on an antiplatelet medication and then
flag for betablocker and statin medication claims.
o In 2025, we have sent letters encouraging adherence to the below number of members:
o Members for Antiplatelet:

o COMM: 64 o TP23:1
o D6:96 o TP33:3
o ALH4:1 o TP45:1
o SASE:3 o TP50:1
o SASN: 10 o TP88:1
o TG48,TG51:39 o TPH2:1
o TGW2:8

o Members for Beta-Blocker:
o COMM:72 o TP33:1
o D6:116 o TP45:3
o AlH4:1 o TP46:2
o All4:1 o TP56:3
o SASE: 6 o TPFO:1
o SASN:7 o TPM4:1
o SAQ2:1 o TPT2:2
o TG48,TG51: 68 o TGW2:6
o SASX:2 o WF89:3
o TP23:1

o Members for Statin:
o COMM: 87 o TP33:1
o D6:118 o TP45:4
o ALH4:1 o TP46:1
o SASE:7 o TP56:3
o SASN:11 o TPT2:1
o TG48,TG51:69 o TPU1l:2
o TGW2:8 o WF89:4
o TPG3:1

=  *member may flag for more than one measure and are included in the count for
each measure
o In 2025, we have attempted telephonic outreach to the below number of members non-
adherent in all 3 measures and reached the below members to encourage adherence.
= COMM:



o Attempted: 3

o Reached: 1

= Dé6:
o Attempted: 4
o Reached:1

Diabetes and Statin Adherence Report
o We get this report monthly to identify members on a Diabetes medication and a Statin
medication who are non-adherent to one or both medications.
o For 2025, we have sent letters to members encouraging adherence:

= Diabetes:
o COMM:76 o TP33:1
o D6:89 o TP45:1
o ALQ3:2 o TP46:1
o All4:1 o TP49:1
o SASE:6 o TP50:3
o SASN: 6 o TP56:1
o TG48,TG51:72 o TPG3:1
o TGW2:1 o TPV2:2
o TP23:2 o WEF89:5

= Statin:
o COMM: 18 o TG48,TG51: 26
o D6:16 o TP33:1
o SASE:2 o TPV2:1
o SASN:1 o WEF89:3

HEDIS Initiatives: *Using proactive HEDIS data*
Asthma Medication Ratio (AMR) Member Letters
o Adam Kelchner runs this report monthly, and we send letters to the flagged members
who have a ratio of controller to total asthma medications of < 0.5.
= For Commercial/Exchange for 2025, see below for the number of letters sent to

members:
o COMM:10
o D6:2

Asthma Medication Ratio (AMR) Provider Letters
o Adam Kelchner runs this proactive HEDIS report quarterly, and we send letters to the
MedInsight attributed PCP for members who have a ratio of controller to total asthma
medications of < 0.5.
= For Commercial/Exchange for 2025, we have sent letters to providers for the
following number of members to encourage adherence.
o COMM:51
o D6:30
Asthma Medication Ratio (AMR) Member Calls
o Jeremy Baker runs this report weekly based off of proactive HEDIS reporting. The RPHs
call Commercial/Exchange members who have had a controller or reliever medication
filled in the past 3 months AND are past due for their controller medication.
o For Commercial/Exchange for 2025, see below for the number of members we have
outreached to and the number of members that have been reached:




= COMM:
o Outreached to: 42
o Reached: 18
= Dé6:
o Outreached to: 37
o Reached: 18
Adherence to Antipsychotics for Individuals with Schizophrenia (SAA)

o Adam Kelchner runs this report monthly, and we send letters to the flagged members
who appear non-adherent to their antipsychotic medications.

= For Commercial/Exchange for 2025, see below for the number of letters sent to

members:
o COMM:2
o D6:3

Statin Therapy for Patients with Cardiovascular Disease (SPC)
o We get this report monthly to identify members with cardiovascular disease and who
have not received a statin medication or who are non-adherent to statin therapy
=  For Commercial/Exchange in 2025, see below for the number of letters sent to
providers to encourage statin therapy initiation:
o COMM: 65
o D6:43
= For Commercial/Exchange in 2025, see below for the number of letters sent to
members to promote statin adherence:
o COMM: 27
o D6:17
Statin Therapy for Patients with Diabetes (SPD)
o We get this report monthly to identify members with cardiovascular disease and who
have not received a statin medication or who are non-adherent to statin therapy
=  For Commercial/Exchange for 2025, see below for the number of letters sent to
members to promote statin adherence:
o COMM: 54
o D6:43
Persistence of Beta-Blocker Treatment After a Heart Attack (PBH)
o We get this report monthly to identify members with a diagnosis of AMI who received
beta-blocker treatment for 6 months after discharge and who are non-adherent to beta-
blocker therapy

= For Commercial/Exchange for 2025, see below for the number of letters sent to

members:
o COMM:1
o D6:0

Use of Opioids from Multiple Providers (UOP)
o We get this report quarterly to identify members 18 years of age and older with a total
day supply of all opioid claims to be 15 days or greater
=  For Commercial/Exchange in 2025 we have identified the following number of
members seeing 4 or more providers from different offices for their opioid
prescriptions.
o COMM: 17
o D6:13




=  For Commercial/Exchange in 2025 we have identified the following number of
members seeing 4 or more providers within the same office for their opioid
prescriptions.
o COMM:O0
o D6:1
e We send letters to the Ml attributed PCP of each member with the respective medication fill
history to encourage medication evaluation of the opioid medications. Members are omitted
from this report if an Ml attributed PCP does not populate or if an Ml attributed PCP address is
not available.

Letters

e Current Provider Letters
= Cystic Fibrosis Adherence Letter
=  TNF/Oral Oncology Letter
= QOpioid Overutilization
= Duplicate Antipsychotic medication
= HEDIS: Statin Therapy for Patients with Cardiovascular Disease (SPC)
= SUPD/SPD Provider Letter
= HEDIS: Asthma Medication Ratio (AMR)
= HEDIS: Use of Opioids from multiple providers (UOP)

e Current Member Letters
= Cystic Fibrosis Adherence Letter
=  TNF/Oral Oncology Letter
= Ending Opioid Authorizations
=  Tobacco Cessation Letter
= STENT Adherence Report
= Diabetes and Statin Adherence Letters
= HEDIS: Asthma Medication Ratio (AMR)
= HEDIS: Adherence to Antipsychotics for Individuals with Schizophrenia (SAA)
= HEDIS: Statin Therapy for Patients with Cardiovascular Disease (SPC)
= HEDIS: Statin Therapy for Patients with Diabetes (SPD)
= HEDIS: Persistence of Beta-Blocker Treatment After a Heart Attack (PBH)




CHIP (CHBQ)
e All of our Medicaid adherence/DUR reports include logic to identify the CHIP population

Ongoing
e DPP-4/GLP-1 Diabetes Duplicate Therapy Report
o We receive this report monthly for all LOBs from Adam Kelchner. This report identifies
members who potentially have duplicate therapy on a DPP-4/GLP-1 combination. Calls
are made to the prescribers to discuss the lack of clinical evidence of this combination
and/or duplicate therapy. Recommendations are made to discontinue one agent (ex.
the DPP-4 if member on both a GLP-1 and DPP-4).
= For 2025 we have resolved 0 cases of therapeutic duplication.
e  Cystic Fibrosis Adherence Report
o We get this report quarterly for all LOBs from Adam Kelchner. The report identifies
patients who have a specific diagnosis of Cystic Fibrosis & outpatient/office visits within
the past 2 years. Further the report calls out medication fill history for specific CF
medications and the corresponding PDC.
= For those members who are seen by a GHS provider we send their information
to the CF coordinators to discuss their medication adherence with the member
= We send letters to non-GHS providers with the CF medication fill history for
those members with a PDC less than 80%
= And for all members we send a letter discussing the importance of medication
adherence
= For CHBQ for 2025, we sent 0 members an adherence letter
o Letters are only sent to members every 6 months
o There were 0 members who saw a non-GHS pulmonologist and a letter
was sent to that pulmonologist
o There were 0 members who saw GHS pulmonologists and were sent to
the CF coordinators for follow up
e Duplicate Anticoagulant Report
o We get this report weekly for all LOBs flagging members filling duplicate anticoagulant
medications. We personally reach out to the providers/members of the flagged
members to confirm proper medication therapy.
= For CHBQin 2025, we have reviewed 0 members and have made interventions
for 0 members
e Duplicate Specialty Therapy
o We run an in-house retrospective report quarterly for all LOBs with help from Adam
Kelchner and Aubrielle Smith. These members are identified and written up and sent to
a medical director if follow up is needed.
= For CHBQ for 2025, 0 members were reviewed by pharmacists and 0 members
were referred to Medical Directors for additional follow-up.
e Duplicate Buprenorphine Therapy
o We get this report quarterly with help from Adam Kelchner. The report works to
identify members who have at least a 7 day overlap period of generic Buprenorphine
and generic Buprenorphine/naloxone products. Members identified as being on both
products are being forwarded to Dr. Meadows and Dr. Hossler for further outreach.
= For CHBQ for 2025, we have reviewed 0 members and 0 members were
referred to MDs
e Suboxone with an Opioid Report
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o We get this report weekly for all LOBs from Adam Kelchner and we are writing up each
member that flags on the report. These members are being discussed at our weekly
meeting with Dr. Meadows and Dr. Hossler. Both MDs look into whether it is
appropriate to end the opioid authorizations still in place or if further intervention is
required.

= For CHBQ for 2025, we have reviewed 0 new members, and 0 members were
referred to MDs
Ending Opioid Authorizations

o We are working on identifying members who have active opioid authorizations in place
but have since started Buprenorphine therapy. The letter is sent to the members
notifying them the opioid authorization has been ended due to the start of
buprenorphine therapy.

=  For CHBQ for 2025, we sent 0 members a letter notifying them of the end of
their opioid authorization(s).
Fraud Waste Abuse Reports

o We get this report weekly for all LOBs from Jeremy Baker. We prepare this report by
determining which claims need to be verified, and our GHP technician makes calls to
pharmacies to correct/verify claims.

o We review claims for anti-hypertensives, statins, 1-day supply, and inhalers

=  For CHBQ for 2025, we have reviewed 16 cases and corrected claims, resulting
in a potential cost savings/avoidance of $1,327.04
TNF and Oral Oncology Agent Report

o We get this report monthly for the Commercial/Exchange, TPA, and CHIP LOBs from
Adam Kelchner.

o This report was generated in response to removing the renewal prior authorization
requirement for these agents.

o This report identifies members who are on a TNF or Oral Oncology agent and may not
have been seen by their applicable specialist in the last 15 months.

o We research these members and reach out to the offices/members as necessary to
ensure the member has been seen within the last 15 months, an appointment has been
scheduled or will be scheduled with the member to ensure the member continues to be
able to receive their medication.

o For 2025:

=  For CHBQ
o Members Reviewed: 0
o Outreaches Made: 0
o Letters Sent: 0
o Negative Overrides Entered: 0
Tobacco Cessation Program

o We get this report monthly to identify members on prolonged tobacco cessation
treatment. We send a letter and resource pamphlet to provide additional behavioral
health support through Geisinger Health and Wellness.

= For CHBQ for 2025, we have not sent any letters
STENT Adherence Report

o We get this report monthly to identify members on an antiplatelet medication and then
flag for betablocker and statin medication claims.

o For CHBQ for 2025, we have sent letters encouraging adherence to:

= Members for Antiplatelet:
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o CHBQ:O0
= Members for Beta-blocker:

o CHBQ:0
= Members for Statin:
o CHBQ:0

= *member may flag for more than one measure and are included in the count for
each measure
Antipsychotic with Opioid Report
o We get this report quarterly to identify CHIP members with an overlap of 8 or more
days between an opioid and antipsychotic medication.
o We send a letter with claims data to both the opioid prescriber and the antipsychotic
prescriber to encourage collaboration in medication management.
=  For CHBQ for 2025, we sent 1 letter to opioid and antipsychotic prescribers
Duplicate Antipsychotics
o We get this report quarterly, and we send letters to the PCPs to address potential
duplicate therapy issues.
=  For CHBQin 2025, we have sent letters to 0 providers
Diabetes and Statin Adherence Report
o We get this report monthly to identify members on a Diabetes medication and a Statin
medication who are non-adherent to one or both medications.
=  For CHBQin 2025, we have sent letters to members encouraging adherence:
o For Diabetes: 0 letters
o For Statins: 0 letters

HEDIS Initiatives: *Using proactive HEDIS data*
Asthma Medication Ratio (AMR) Member Letters
o Adam Kelchner runs this proactive HEDIS report monthly, and we send letters to the
flagged members who have a ratio of controller to total asthma medications of < 0.5.
= For CHBQ for 2025, we sent 3 letters to members
Asthma Medication Ratio (AMR) Provider Letters
o Adam Kelchner runs this proactive HEDIS report quarterly, and we send letters to the
MedInsight attributed PCP for members who have a ratio of controller to total asthma
medications of < 0.5.
=  For CHBQ for 2025, we have sent letters to providers for the following number
of members to encourage adherence.
o CHBQ:16
Asthma Medication Ratio (AMR) Member Calls
o Jeremy Baker runs this report weekly based off of proactive HEDIS reporting. we send
CHIP members who have had a controller or reliever medication filled in the past 3
months AND are past due for their controller medication to the Respiratory Therapists
for direct telephonic outreach.
=  For CHBQ for 2025, our pharmacy technician and the STAR reps have
outreached to 15 members and reached 5 members
Adherence to Antipsychotics for Individuals with Schizophrenia (SAA)
o Adam Kelchner runs this report monthly, and we send letters to the flagged members
who appear non-adherent to their antipsychotic medications.
= For CHBQ for 2025, we have sent 0 letters to members
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e Statin Therapy for Patients with Cardiovascular Disease (SPC)

o This is a monthly report to identify members with cardiovascular disease and who have
not received a statin medication or who are non-adherent to statin therapy

=  For CHBQ for 2025, we have sent 0 letters to providers
= For CHBQ for 2025, we have sent 0 letters to members
e Statin Therapy for Patients with Diabetes (SPD)

o This is a monthly report to identify members with cardiovascular disease and who have
not received a statin medication or who are non-adherent to statin therapy

= For CHBQ for 2025, we have sent 0 letters to members
e Persistence of Beta-Blocker Treatment After a Heart Attack (PBH)

o This is a monthly report to identify members with a diagnosis of AMI who received beta-
blocker treatment for 6 months after discharge and who are non-adherent to beta-
blocker therapy

= For CHBQ for 2025, we have sent 0 letters to members

Letters

e Current Provider Letters
= Cystic Fibrosis Adherence Letter
=  TNF/Oral Oncology Letter
= Duplicate Antipsychotic medication
= HEDIS: Statin Therapy for Patients with Cardiovascular Disease (SPC)
= SUPD/SPD Provider Letter
= HEDIS: Asthma Medication Ratio (AMR)

e Current Member Letters
= Cystic Fibrosis Adherence Letter
=  TNF/Oral Oncology Letter
= Ending Opioid Authorizations
=  Tobacco Cessation Letter
= STENT Adherence Report
= Diabetes and Statin Adherence Letters
= HEDIS: Asthma Medication Ratio (AMR)
= HEDIS: Adherence to Antipsychotics for Individuals with Schizophrenia (SAA)
= HEDIS: Statin Therapy for Patients with Cardiovascular Disease (SPC)
= HEDIS: Statin Therapy for Patients with Diabetes (SPD)

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

Meeting adjourned at 3:07 pm.
The next bi-monthly scheduled meeting will be held on March 14, 2026 at 1:00 p.m.

Meeting will be held virtually via phone/Microsoft Teams.
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