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Understanding changes in the
medication market and their impact.

EnvisionRx continuously monitors the drug pipeline. As treatment options change,
we evaluate and share our perspective on the clinical benefits and impact in
the market. Our Perspective on the Rx Pipeline reports provide ongoing insights
from our team of clinical experts and considerations to protect and improve
plan performance.
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Evenity romosozumab
Manufacturer: Amgen/UCB
Indication/Use: Osteoporosis in postmenopausal women at high risk for fracture
Dosage Form: Subcutaneous or intravenous injection
Pipeline Stage: BLA Q1 2019

Approximately 10 million men and women in the U.S. have osteoporosis, a metabolic bone disease characterized by
low bone density and deterioration of bone architecture that increases the risk of fractures. Osteoporosis-related
fractures can increase pain, disability, nursing home placement, total healthcare costs and mortality.[1]
Evenity is an investigational bone-forming monoclonal antibody designed to work by inhibiting the activity of sclerostin,
increase bone formation and reduce bone resorption simultaneously.[2] The ARCH (Active-controlled Fracture Study in
Postmenopausal Women with Osteoporosis at High Risk for Fracture) trial, a randomized, double-blind, alendronatecontrolled trial, showed that Evenity followed by alendronate treatment was superior in reducing new vertebral,
non-vertebral and hip fracture risk in postmenopausal women with osteoporosis at high risk for fracture, compared
to alendronate alone.[3] Evenity is similar to Prolia® (denosumab) and would be an additional treatment option for
osteoporosis in those with high-fracture risk and/or those who cannot tolerate oral medications. Evenity is injected
monthly as compared to Prolia, which is injected every six months.[4]
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Rekynda bremelanotide
Manufacturer: AMAG
Indication/Use: Hypoactive sexual desire disorder (HSDD) in premenopausal women
Dosage Form: As-needed, patient-administered subcutaneous injection
Pipeline Stage: PDUFA March 23, 2019

Hypoactive sexual desire disorder occurs in approximately one in 10 adult women in the U.S. and is defined as a
deficiency or absence of sexual fantasies and desire for sexual activity that causes marked distress or interpersonal
difficulty. The dysfunction cannot be better accounted for by another psychiatric disorder (except another sexual
dysfunction) and must not be due exclusively to the physiological effects of a substance or a general medical
condition.[5-6] A number of potential causative and contributory factors to low sexual desire have been identified,
reflecting the interplay among hormonal, neurobiological, and psychosocial factors.[5] Current research suggests
that neurotransmitters, strongly influenced by sex hormones, play a key role in modulating sexual desire. In
postmenopausal women, estrogen replacement therapy is the mainstay treatment for HSDD after behavioral
modification and non-pharmacologic therapies.[6] For premenopausal women there is currently just one approved
pharmacological treatment option for HSDD, Addyi® (filbanserin).
Rekynda has a novel mechanism of action, allowing the brain pathways to modulate sexual response.[7] In the
phase III, double-blind, placebo-controlled RECONNECT trials comparing Rekynda to placebo, Rekynda met the
pre-specified co-primary efficacy endpoints of median improvement in desire and decrease in distress associated
with low sexual desire. In the trials, the most frequent adverse events were nausea, flushing and headache, which
were generally transient and mild-to-moderate in intensity. There were also no known alcohol interactions.[8] This
medication would be an additional option to Addyi for HSDD in premenopausal women and may allow for less
potential drug or alcohol interactions than Addyi.[9]
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siponimod BAF 312
Manufacturer: Novartis
Indication/Use: Secondary Progressive Multiple Sclerosis (SPMS)
Dosage Form: Once daily oral dose
Pipeline Stage: PDUFA March 2019

Relapsing-remitting multiple sclerosis (RRMS) is the most common form of multiple sclerosis (MS) and 85% of RRMS
patients will progress to secondary progressive multiple sclerosis after approximately 25 years with the disease.
As patients progress to SPMS, they are met with increasing disability and loss of neurologic function, while they
experience fewer and fewer relapses.[10] The cornerstone of therapy for RRMS and SPMS is interferon beta disease
modifying therapies (DMT): Aubagio®, Gilenya®, Lemtrada®, Tecfidera® and Tysabri®.[11]
BAF 312 is a selective modulator of specific types of the sphingosine-1-phosphate (S1P) receptor. The S1P receptor
is commonly found on the surface of specific cells residing in the central nervous system (CNS) that are responsible
for causing CNS damage that drives loss of function in SPMS patients.[12] In a clinical trial using the MS Rodent
Model, BAF 312 was shown to exhibit neuroprotective effects in the CNS of MS affected mice.[13] According to
the EXPAND trial, an event-driven and exposure-driven, double-blind, phase III trial, BAF 312 reduced the risk of
disability progression and is likely to be a useful additional treatment option for patients with SPMS.[14] Based on
clinical trial experience, BAF 312 has a very mild side effect profile compared to other DMTs. The most commonly
reported side effects were headaches, slowing of heart rate, dizziness, and nose and throat infections.[15]
BAF 312 would allow for an oral DMT option for patients that have RRMS that has progressed to SPMS, compared
to the other available products that are mainly injectable.[16] Treatment choice should be patient-specific, taking
into consideration the side effect profile and ease and route of administration. Additionally, BAF 312 is not
anticipated to have a Risk Evaluation and Mitigation Strategy (REMS) program like other DMTs (e.g., Lemtrada,
Gilenya and Tysabri).

Glossary
of Terms

BLA - Biologics License Application
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NDA - New Drug Application

PDUFA - Prescription Drug User Fee Act
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Lorbrena® lorlatinib
Manufacturer: Pfizer Inc.
Indication/Use: Anaplastic lymphoma kinase (ALK)-positive metastatic non-small cell lung cancer (NSCLC)
Dosage Form: Tablet
Traditional or Specialty: Specialty

Approved by the FDA on November 2, 2018, Lorbrena is an additional anaplastic lymphoma kinase inhibitor
indicated for patients with ALK-positive metastatic non-small cell lung cancer whose disease has progressed while
taking crizotinib and at least one other ALK inhibitor for metastatic disease or has progressed while taking alectinib
or ceritinib as the first ALK inhibitor therapy for metastatic disease. Continued approval for this indication may be
contingent upon verification and description of clinical benefit in a confirmatory trial.
For more information: https://www.lorbrena.com

Udenyca™ pegfilgrastim-cbqv
Manufacturer: Coherus BioSciences, Inc.
Indication/Use: Febrile neutropenia
Dosage Form: Subcutaneous injection
Traditional or Specialty: Specialty

Approved by the FDA on November 2, 2018, Udenyca is a leukocyte growth factor indicated to decrease the
incidence of febrile neutropenia infection in patients with non-myeloid malignancies receiving myelosuppressive
anti-cancer drugs associated with a clinically significant incidence of febrile neutropenia. Udenyca is the second
biosimilar for Nuelasta (pegfilgrastim).
For more information: https://www.udenyca.com
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Vitrakvi® larotrectinib
Manufacturer: Loxo Oncology, Inc.
Indication/Use: Neurotrophic receptor tyrosine kinase (NTRK) gene fusion tumors
Dosage Form: Capsule and oral solution
Traditional or Specialty: Specialty

Vitrakvi is a kinase inhibitor approved by the FDA on November 26, 2018, as the first treatment for cancers
that express the NTRK mutation, such as mammary analogue secretory carcinoma, cellular or mixed congenital
mesoblastic nephroma and infantile fibrosarcoma. This medication is indicated for both adult and pediatric
patients with solid tumors that have a NTRK gene fusion without a known acquired resistance mutation, are
metastatic or where surgical resection is likely to result in severe morbidity and there is no satisfactory
alternative treatment, or that have progressed following treatment.
For more information: https://www.vitrakvi.com

Xofluza™ baloxivir marboxil
Manufacturer: Shionogi & Co., Ltd.
Indication/Use: Acute uncomplicated influenza in patients 12 years of age and older
Dosage Form: Tablet
Traditional or Specialty: Traditional

Approved by the FDA on October 24, 2018, Xofluza is a polymerase acidic (PA) endonuclease inhibitor indicated
for the treatment of acute uncomplicated influenza in patients 12 years of age or older who have been
symptomatic for no more than 48 hours. It gives patients the convenience of single-dose administration within
48 hours of symptom onset. In two clinical trials, Xofluza demonstrated a statistically significant shorter time to
alleviation of symptoms when compared to placebo.
For more information: https://www.xofluza.com

Yupelri™ revefenacin
Manufacturer: Mylan Specialty L.P.
Indication/Use: Chronic obstructive pulmonary disease (COPD)
Dosage Form: Inhalation solution
Traditional or Specialty: Traditional

Yupelri is a long-acting muscarinic antagonist (LAMA) indicated for maintenance treatment of COPD, approved
by the FDA on November 9, 2018. It is the first once daily LAMA inhalation solution intended for use with a
nebulizer. This new medication brings ease and convenience to COPD patients with this exclusive dosage form.
For more information: https://www.yupelri.com
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Adcetris® brentuximab vedotin
Manufacturer: Seattle Genetics, Inc.
Indication/Use: Classical Hodgkin lymphoma
Dosage Form: Injection
Traditional or Specialty: Specialty
Date of Original Approval: August 19, 2011

Originally indicated for the treatment of classical Hodgkin lymphoma, on November 16, 2018, the monoclonal
antibody, Adcetris, was approved to treat adult patients with anaplastic large cell lymphoma (ALCL) and other
CD30-expressing peripheral T-cell lymphomas (PTCLs) in combination with chemotherapy. This is the first FDAapproved treatment of newly diagnosed PTCLs. PTCLs are rare, fast-growing non-Hodgkin lymphomas that develop
from white blood cells called T-cells. The PTCLs often spread quickly throughout the body and are hard to treat.
For more information: https://www.adcetris.com/

Dupixent® dupilumab
Manufacturer: Regeneron Pharmaceuticals, Inc.
Indication/Use: Atopic dermatitis
Dosage Form: Injection
Traditional or Specialty: Specialty
Date of Original Approval: March 28, 2017

On October 19, 2018, Dupixent was approved as an add-on maintenance treatment in patients aged 12 years or
older with moderate-to-severe eosinophilic phenotype or with oral corticosteroid-dependent asthma. The approval
expands the use of Dupixent beyond its current approved use in moderate-to-severe atopic dermatitis.
For more information: https://www.dupixent.com
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Invokana® canagliflozin
Manufacturer: Janssen Pharmaceuticals, Inc.
Indication/Use: Type 2 Diabetes
Dosage Form: Tablet
Traditional or Specialty: Traditional
Date of Original Approval: March 29, 2013

Invokana was expanded from its original indication for type 2 diabetes to include the reduction in risk for major
adverse cardiovascular (CV) events, such as myocardial infarction, stroke or CV death, in adult patients with type 2
diabetes or CV disease as of October 30, 2018. Invokana is joining Jardiance® and Victoza® with the indication for
reducing CV risk. Of note, Invokana does have a black box warning for increased risk of leg amputations.
For more information: https://www.invokana.com

Venclexta™ venetoclax
Manufacturer: AbbVie, Inc.
Indication/Use: Chronic lymphocytic leukemia (CLL) or small lymphocytic lymphoma (SLL)
Dosage Form: Tablet
Traditional or Specialty: Specialty
Date of Original Approval: April 11, 2016

Acute myeloid leukemia (AML) is one of the most aggressive blood cancers with a very low survival rate and
few options for patients who are ineligible for intensive chemotherapy. Venclexta, originally indicated for the
treatment of CLL and SLL, was approved on November 21, 2018, for the treatment of people newly diagnosed
with AML in combination with a hypomethylating agent (azacitidine or decitabine), or low-dose cytarabine (LDAC).
The patient’s must be 75 years of age or older or ineligible for intensive induction chemotherapy due to coexisting
medical conditions.
For more information: https://www.venclexta.com
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Generic Name

Manufacturer
of Entrants

Indication

Approved

Anticipated
Launch Date

Epinephrine

Teva

Anaphylaxis

Yes

Launched

Finacea® Gel

Azelaic acid

Sandoz

Rosacea

Yes

Launched

Levitra®
(2.5, 5, 10, 20 mg)

Vardenafil HCl

CrossMedika SA, Zydus

Erectile dysfunction

Yes

Launched

Minivelle®

Estradiol

Noven

Vasomotor symptoms
associated with menopause

Yes

Launched

Onfi® (oral
suspension)

Clobazam

Amneal, Biopharma, Mylan

Lennox-Gastaut Syndrome

Yes

Launched

Onfi® (tablets)

Clobazam

Amneal, Biopharma,
Hetero, Zydus, Breckinridge,
Piramal Healthcare

Lennox-Gastaut Syndrome

Yes

Launched

Rapaflo®

Silodosin

Sandoz

Benign prostatic hyperplasia

Yes

Launched

Solodyn® 55mg

Minocycline HCl

Oceanside

Acne vulgaris

Yes

Launched

Staxyn®

Vardenafil HCl

Alembic

Erectile dysfunction

Yes

Launched

Triglide

Fenofibrate

Casper Pharma

Hypertriglyceridemia

Yes

Launched

Vusion

Miconzaole nitrate,
petrolatum white,
zinc oxide

Mylan

Diaper dermatitis

Yes

Launched

Zytiga® 250mg

Abiraterone acetate

Hikma

Prostate cancer

Yes

Launched

Brand Name

EpiPen®
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FDA Safety Updates
Drug Safety Communication
Concern for Differentiation Syndrome in Patients Taking Idhifa® (enasidenib) for AML
The FDA announced a warning on November 29, 2018, that signs and symptoms of a life-threatening side effect
called differentiation syndrome have been identified in patients who received Idhifa (enasidenib) for acute myeloid
leukemia (AML). The recommendation is to educate patients and healthcare providers about the need for early
recognition and aggressive management of differentiation syndrome to lessen the likelihood of serious illness or
death. In clinical trials, at least 14% of patients experienced differentiation syndrome. The manufacturer conducted
a safety report from May 1, 2018 to July 31, 2018 and found five cases of death associated with differentiation
syndrome in patients taking Idhifa.
For more information: https://www.fda.gov/Drugs/DrugSafety/ucm626923.htm
Rare but Serious Risks of Stroke and Blood Vessel Wall Tears with Multiple Sclerosis Drug
Lemtrada® (alemtuzumab)
On November 29, 2018, the FDA warned that cases of rare but serious stroke and tears in the lining of arteries
in the head/neck have been reported with the use of Lemtrada in patients with multiple sclerosis. In the five
years since Lemtrada has been approved, 13 cases of ischemic and hemorrhagic stroke or arterial dissection
have occurred shortly after the patient received the medication, some cases occurring as quickly as one day
after receiving Lemtrada. A boxed warning for the risk of stroke was added to the package insert and the patient
medication guide has been updated.
For more information: https://www.fda.gov/Drugs/DrugSafety/ucm624247.htm
Worsening Multiple Sclerosis After Stopping Gilenya® (fingolimod)
The FDA issued a warning on November 20, 2018 that when stopping treatment with the multiple sclerosis (MS)
medication Gilenya, MS can become worse than prior to the initiation or during treatment with this medication.
Since September 2010, the FDA has identified 35 cases of severely increased disability accompanied by the
presence of multiple new lesions on MRI scans that occurred two to 24 weeks after Gilenya was stopped. Most
patients experienced worsening effects within the first 12 weeks after discontinuation. Gilenya has had other
safety concerns reported by the FDA. These include rare brain infection reported in August 2013 and 2015, revised
cardiovascular monitoring recommendations provided in May 2012, and a safety review of reported death in
December 2011. The warning will be added to the prescribing information and patient education materials.
For more information: https://www.fda.gov/Drugs/DrugSafety/ucm626095.htm
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Drug Shortages and Discontinuations
Diltiazem Extended-Release Capsules
Mylan has shortages on Diltiazem extended-release 60, 90 and 120 mg capsules (twice-daily dosing). They are
predicting an estimated resupply date of late-December 2018.
Indomethacin Capsules
Multiple manufactures have reported shortages on 25 and 50 mg capsules of indomethacin. Manufacturers include
Camber, Glenmark, Mylan and Teva. Camber is predicting an estimated resupply by mid to late-December 2018.
Mylan and Teva’s resupply dates are unknown. Glenmark does have availability of 50 mg capsules.
For more information on drug shortages: https://www.ashp.org/drug-shortages/current-shortages
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Our Clinical Steering Committee
The Envision Clinical Steering Committee brings together leaders from across our national pharmacy care
company to monitor the drug landscape, provide recommendations on how to address changes, and to
ensure our clients and patients are prepared—in advance.
With any new development, we partner with our Pharmacy & Therapeutics (P&T) Committee and consult
with our best-in-class specialty pharmacy, to provide a balanced perspective on the clinical effectiveness
of all available options, the cost impact to our plan sponsors and patients, and the impact on the overall
patient experience.

Kel Riley, MD
Chief Medical Officer

Learn more ways to improve patient and plan outcomes

visiblydifferent.envisionrx.com
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