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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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binimetinib/encorafenib* 
Manufacturer: Array BioPharma
Indication/Use: In combination for the treatment of BRAF-mutant advanced, unresectable, or metastatic melanoma
Dosage Form: binimetinib 45 mg by mouth twice daily and encorafenib 450 mg by mouth once daily
Pipeline Stage: PDUFA June 20, 2018

There are 200,000 new cases of melanoma diagnosed worldwide each year, approximately half have BRAF 
mutations.[1] Encorafenib is a small molecule BRAF inhibitor and binimetinib is a small molecule MEK inhibitor.  
Both drugs target key enzymes in the mitogen-activated protein kinase (MAPK) signaling pathway, where 
inappropriate activation can lead to many cancers, including melanoma and colorectal cancer.

The COLUMBUS trial evaluated patients with locally advanced unresectable or metastatic melanoma with BRAF 
V600 mutation, comparing binimetinib/encorafenib (COMBO450) to monotherapy of vemurafenib 960 mg daily  
and monotherapy of encorafenib 300 mg daily (ENCO300).[2] COMBO450 found a 39% reduced risk of death 
compared to vemurafenib. The median overall survival (OS) was 33.6 months for patients treated with COMBO450, 
versus 16.9 months for patients treated with vemurafenib alone, and 23.5 months for patients treated with 
ENCO300 alone. COMBO450 also improved median progression-free survival (PFS) compared to vemurafenib, 14.9 
months versus 7.3 months respectively. COMBO450 improved PFS compared to ENCO300 alone as well, but results 
by blinded independent assessment did not meet predefined criteria for statistical significance.[3] Patients were able 
to tolerate COMBO450 for a median of 51 weeks, longer than ENCO300 or vemurafenib alone. Common adverse 
events included rash, pyrexia, retinal pigment epithelial detachment and photosensitivity. 

Other commercially available MEK-BRAF inhibitors that can be used to treat melanoma include Zelboraf® 
(vemurafenib) and Cotellic® (cobimetinib) or Tafinlar® (dabrafenib) and Mekinist® (trametinib). COMBO450 has the 
longest PFS compared to other combinations, however, it is dosed twice daily compared to the other agents at 
once daily dosing.[4], [5]

*During publication, the FDA approved these drugs as Mektovi® and Braftovi™
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elagolix
Manufacturer: AbbVie/Neurocrine Biosciences
Indication/Use: Management of endometriosis with associated pain and uterine fibroids
Dosage Form: Oral formulation dosed 150 mg once daily up to 200 mg twice daily 
Pipeline Stage: PDUFA 3rd Quarter 2018

Endometriosis effects 6-10% of reproductive-age women and is associated with a high rate of dysmenorrhea, non-
menstrual pelvic pain (NMPP) and dyspareunia. Additionally, it is estimated that 20-80% of women can experience 
uterine fibroids by the age of 50, which can increase menstrual bleeding and pelvic pain.[6] 

Elaris Endometriosis I and II (EM-I and EM-II), two similarly designed phase III trials, evaluated approximately 
1,700 women surgically diagnosed with endometriosis taking elagolix dosed at 150 mg daily and 200 mg twice 
daily as compared with placebo, following them for six months. The results showed a 46% clinical response rate 
to dysmenorrhea in the lower dose group and 76% in the higher dose group compared with 20% in the placebo 
group, and a 50% clinical response to NMPP in the lower dose group and 55% in the higher dose group compared 
with 37% in the placebo group. Women receiving higher dose elagolix also required less rescue pain medication, 
including nonsteroidal anti-inflammatory drugs (NSAIDs) and opioids, compared to placebo at three and six 
months. Women who received elagolix had increased rates of hot flashes, higher levels of serum lipids, and had  
a greater decrease from baseline in bone mineral density than those receiving placebo. In the extension studies,  
a sustained reduction in menstrual pain and NMPP were found.[7], [8]

Elaris UF-II phase III study results have shown patients treated with elagolix at 300 mg twice daily in combination 
with a low-dose hormone therapy (estradiol 1mg/ norethindrone acetate 0.5 mg) saw a reduction in heavy 
menstrual bleeding, with a 76.2% clinical response compared to placebo at 10.1% (p< 0.001). The most common 
adverse event prior to adding hormone therapy was hot flashes.[9] 

First-line therapies for endometriosis pain are NSAIDs and progestin-containing oral contraceptives. Second-line 
therapies include GnRH agonists and androgenic agents (danazol), but these medications are not without side 
effects. Elagolix may offer a second-line option for patients that have been intolerant to other therapies and it could 
delay the need for surgical intervention.
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Fremanezumab, if approved, will be the second product to gain authorization in a crowded pipeline of a novel 
therapeutic class to prevent migraines, known as calcitonin gene-related peptide (CGRP) inhibitors. CGRP 
antagonists are able to prevent migraines by blocking the actions of CGRP, stopping vasodilation and pain 
transmission. Both fremanezumab and the previously approved erenumab are monoclonal antibodies, but 
fremanezumab targets the CGRP ligand and not the actual receptor like erenumab.[10]   

Teva Pharmaceuticals evaluated the safety and efficacy of fremanezumab in two separate clinical trials, one for 
patients with a high frequency of episodic migraines and one for chronic migraines. In the episodic migraine trial, 
patients taking fremanezumab experienced a greater reduction in the number of migraine days compared with 
placebo (-6.27 days vs. -3.46 days respectively). Of note, patients in this trial were allowed to continue with stable 
doses of one other migraine prevention medication. In the chronic migraine trial, participants taking fremanezumab 
experienced a greater reduction in headache hours of any severity than placebo (-59.8h vs.-37.1h respectively). Use 
of up to two stable-dosed preventative medications were allowed. The definition of chronic migraine is 15 or more 
headache days per month and within this study population the mean number of headache days was 16, therefore, 
the results may not be able to be extrapolated for those patients with daily or near-daily headaches.[11] 

An important group of patients to consider in the management of migraines are those who have not experienced 
relief with two or more preventative therapies and these patients were mostly excluded from CGRP clinical trials. 

With the potential of a quarterly regimen, fremanezumab may offer more convenient dosing than erenumab, which 
has a monthly schedule. Currently, there is no long-term safety data, but this does show promise as a significant 
advancement in migraine therapy in almost 10 years.

fremanezumab
Manufacturer: Teva/Otsuka/Pfizer
Indication/Use: Prevention of migraines in adult patients
Dosage Form: 225 mg subcutaneous once monthly or 675 mg once quarterly via pre-filled syringe
Pipeline Stage: PDUFA September 16, 2018
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lanadelumab 
Manufacturer: Shire
Indication/Use: Prevention of angioedema attacks in patients 12 years and older with hereditary angioedema
Dosage Form: Subcutaneous dosing every two or four weeks
Pipeline Stage: PDUFA August 26, 2018

Hereditary angioedema (HAE) is a debilitating and potentially life threatening disease caused by a genetic defect in 
the C1 esterase inhibitor protein that affects approximately 6,000 patients in the United States.[12] 

In the HELP study, a randomized double-blind, placebo-controlled, parallel-arm, phase III trial, multiple dosing 
regimens of lanadelumab, given either every two or four weeks, were evaluated against placebo in patients 12 years 
and older with HAE. The percentage of attack-free patients observed in each treatment arm ranged between 44.8% 
and 76.9% versus 2.7% in placebo. Common adverse events reported in the trial were injection site pain, viral upper 
respiratory tract infections, headache, injection site erythema, injection site bruising and dizziness. 

Lanadelumab is a monoclonal antibody that specifically binds and inhibits plasma kallikrein and, if approved, will 
be the first kallikrein inhibitor available for prevention of HAE attacks. It also has less frequent dosing than other 
competitor products, such as Kalbitor® (ecallantide), a non-antibody protein inhibitor of kallikrein, Cinryze® (human 
C1 esterase inhibitor) and Haegarda® (human C1 esterase inhibitor).

BLA - Biologics License Application    NDA - New Drug Application    PDUFA - Prescription Drug User Fee ActGlossary  
of Terms
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Drug Approvals

Aimovig™ erenumab-aooe
Manufacturer: Amgen, Inc.
Indication/Use: Migraine prophylaxis
Dosage Form: Subcutaneous injection
Traditional or Specialty: Specialty

On May 17, 2018, the FDA approved Aimovig (erenumab-aooe) the first calcitonin gene-related peptide (CGRP) 
human monoclonal antibody for prevention of episodic and chronic migraines in adults. Aimovig is a subcutaneous 
injection that is given monthly. Clinical trials showed a significant reduction in monthly migraine days.
For more information:  https://www.aimovig.com/
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Andexxa® andexanet alfa
Manufacturer: Portola Pharmaceuticals
Indication/Use: Reversal of Factor Xa inhibitors
Dosage Form: Intravenous injection
Traditional or Specialty: Specialty

Andexxa (andexanet alfa) is a novel antidote approved for treatment of major bleeding events of patients taking 
apixaban or rivaroxaban. The FDA granted breakthrough therapy designation to Andexxa, requiring a Phase IV 
study in patients with acute major bleeding. Utilization of this drug will be in emergency room and inpatient  
hospital settings.
For more information: https://www.andexxa.com/

Crysvita® burosumab-twza
Manufacturer: Ultragenyx Pharmaceutical, Inc.
Indication/Use: X-linked hypophosphatemia (XLH) in adult and pediatric patients greater than one year of age
Dosage Form: Subcutaneous injection
Traditional or Specialty: Specialty

Crysvita (burosumab-twza) is the first and only FDA-approved therapy for X-linked hypophosphatemia. Crysvita is a 
fibroblast-growth-factor-23 blocking antibody that addresses the underlying cause of XLH. In clinical trials patients 
were able to achieve and sustain normalized serum phosphorous concentrations with minimal adverse effects. 
For more information: https://www.crysvita.com/
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Drug Approvals

Lucemyra™ lofexidine hydrochloride
Manufacturer: US World Meds, LLC
Indication/Use: Opioid use disorder
Dosage Form: Tablets
Traditional or Specialty: Specialty

The FDA approved Lucemyra (lofexidine) on May 16, 2018 for use as a non-opioid prescription medicine used in 
adults to help with the symptoms of opioid withdrawal when opioids are stopped suddenly. Lucemyra can be used 
for up to 14 days when opioids are stopped suddenly in conjunction with a comprehensive opioid dependence 
program. The side effect profile is similar to clonidine and requires close EKG monitoring when used in conjunction 
with methotrexate and naltrexone. 
For more information: www.fda.gov/
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Retacrit™ epoetin alfa-epbx
Manufacturer: Pfizer
Indication/Use: Anemia
Dosage Form: Injection
Traditional or Specialty: Specialty

On May 15, 2018, the FDA approved the first epoetin alfa biosimilar, Retacrit (epoetin alfa-epbx). Retacrit is a 
biosimilar to Procrit® and Epogen®. Retacrit has all the same black box warnings as Procrit and Epogen, but has a 
more narrow indication than Procrit and Epogen. This medication has been approved in the European Union  
since 2011.
For more information: https://www.pfizer.com/news/press-release/press-release-detail/pfizer_s_biosimilar_
retacrit_epoetin_alfa_epbx_approved_by_u_s_fda

Epidiolex® cannabidiol 
Manufacturer: GW Pharmaceuticals
Indication/Use: Adjunctive treatment of seizures associated with Lennox-Gastaut Syndrome (LGS) and Dravet Syndrome
Dosage Form: Oral solution dosed 10-20mg/kg daily
Traditional or Specialty: Specialty

On June 25, 2018, the FDA approved the first oral solution with ingredients derived from marijuana. Epidiolex 
(cannabidiol) has been approved for the treatment of seizures from Lenox-Gastaut syndrome (LGS) and 
Dravet syndrome, which have an annual incidence of 2:100,000 children and between 1:20,000 and 1:40,000 
respectively. Cannabidiol (CBD) does not cause intoxication that comes from tetahydrocannabinol (THC), the 
primary psychoactive component of marijuana. Clinical trials demonstrated improvement, but it was not found to 
be statistically significant. Common side effects were somnolence, decreased appetite, diarrhea, pyrexia, fatigue, 
lethargy, rash, nasopharyngitis, and pneumonia.
For more information: https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm611046.htm
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New Indications

Gilenya™ fingolimod
Manufacturer: Novartis
Indication/Use: Multiple Sclerosis
Dosage Form: Capsules
Traditional or Specialty: Specialty
Date of Original Approval: September 21, 2010

Gilenya (fingolimod) is an immunomodulating drug indicated for the treatment of patients with relapsing forms 
of multiple sclerosis (MS). The FDA expanded the indication, on May 11, 2018, to children and adolescents age 10 
years and older. This is the first FDA approval of a drug to treat pediatric patients with MS. It is estimated that 8,000 
to 10,000 children and adolescents have MS in the United States. 
For more information: https://www.gilenya.com
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Opdivo® nivolumab
Manufacturer: Bristol-Myers Squibb
Indication/Use: Cancer
Dosage Form: Injection
Traditional or Specialty: Specialty
Date of Original Approval: December 22, 2014

Opdivo (nivolumab) is a programmed death receptor-1 blocking antibody for the treatment of advanced non-small 
cell lung cancer, head and neck squamous cell cancer, colorectal cancer, melanoma, advanced liver cancer, classical 
Hodgkin Lymphoma, advanced kidney cancer and advanced bladder cancer. On April 16, 2018, the FDA approved 
Opdivo and Yervoy® (ipilimumab) combination as first-line treatments for patients with intermediate and poor-risk 
advanced renal cell carcinoma.
For more information: https://www.opdivo.com/
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New Indications

Truvada® emtracitabine and tenofovir
Manufacturer: Gilead
Indication/Use: HIV
Dosage Form: Tablets
Traditional or Specialty: Specialty
Date of Original Approval: August 2, 2004

Truvada (emtracitabine and tenofovir) is a combination of nucleoside/nucelotide analog HIV-1 reverse transcriptase 
inhibitor indicated in combination with other antiretroviral agents for treatment of HIV-1 infection, and for pre-
exposure prophylaxis in people at high risk. On May 15, 2018, the FDA approved an expanded indication for 
Truvada for reducing the risk of acquiring HIV-1 in adolescents.
For more information: https://www.truvada.com/
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Xeljanz® tofacitinib
Manufacturer: Pfizer
Indication/Use: Rheumatoid arthritis, psoriatic arthritis
Dosage Form: Tablets
Traditional or Specialty: Specialty
Date of Original Approval: November 6, 2012

Xeljanz (tofacitinib) is a Janus kinase (JAK) inhibitor used to treat adults with rheumatoid arthritis in whom 
methotrexate did not work well and adults with active psoriatic arthritis. On May 30, 2018, the FDA approved 
Xeljanz for the treatment of moderately to severely active ulcerative colitis. The expanded indication allows for an 
additional treatment option for patients with ulcerative colitis.
For more information: https://www.xeljanz.com/
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Acanya™ Benzoyl Peroxide;  
Clindamycin Phosphate

Dow Pharmaceutical  
Sciences; Valeant Acne Vulgaris Pending 07/01/2018

Aloxi®  (0.25 mg/ 
5 mL injection)*

Palonosetron  
Hydrochloride

Helsinn Healthcare;  
Eisai

Chemotherapy-induced  
nausea and vomiting Pending 09/19/2018

Asmanex  
Twisthaler® Mometasone Furoate Merck & Co Asthma Pending 09/18/2018

Biltricide® Praziquantel Parasitic infection Yes

Delzicol® Mesalamine Allergan Inflammatory bowel disease Pending 2Q 2018

Forfivo XL® Bupropion  
Hydrochloride

Alvogen; Almatica  
Pharma; IntelGenX Depression Pending 1H 2018

Ganirelix Acetate 
Injection Ganirelix Acetate Organon; Merck & Co Female infertility Pending 1H 2018

Letaris® Ambrisentan Gilead Pulmonary Arterial  
Hypertension Pending 07/2018

Locoid (lotion)* Hydrocortisone  
Butyrate

PreCision Dermatology; 
Valeant

Dermatitis or Eczema:  
Atopic dermatitis Pending 08/12/2018

Makena® (vial) Hydroxyprogesterone 
Caproate

Lumara Health; AMAG 
Pharmaceuticals Pre-tern birth prevention Pending 1H 2018

Norvir® (tablets)* Ritonavir AbbVie HIV or AIDS: HIV-1 infection Pending 09/08/2018

Restasis® Cyclosporine Allergan Dry eye Pending 2Q 2018

Sensipar® Cinacalcet Hydrochloride Amgen Hyperparathyroidism 
(primary, secondary) Pending 2Q 2018

Solodyn®  
(115 mg; 65 mg)* Minocycline Hydrochloride Medicis; Valeant Acne Vulgaris Pending 08/19/2018

Welchol® Colsevelam Hypercholesterolemia Yes

Zavesca® Miglustat Gaucher’s Disease Yes

 
*Loss of 180-day exclusivity.
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FDA Safety Updates
Drug Safety Communication

Possible Risk of Neural Tube Birth Defects with Certain HIV Meds - On May 18, 2018, the FDA issued a drug 
safety communication to alert the public of serious cases of neural tube birth defects reported in babies born to 
women using dolutegravir to treat human immunodeficiency virus (HIV). Based on early information, it appears that 
those who received the drug early in pregnancy were at the highest risk. Dolutegravir is an active ingredient found 
in brand name products Juluca, Triumeq® and Tivicay®. The FDA is urging healthcare professionals and patients to 
report side effects involving dolutegravir or other medicines to the FDA MedWatch program.

For more information: https://www.fda.gov/Drugs/DrugSafety/ucm608112.htm

Lamotrigine Linked to Potentially Life-Threatening Adverse Reaction - A warning was sent out by the FDA 
on April 25, 2018 to healthcare professionals and patients that the medicine lamotrigine (Lamictal®) can cause a 
serious immune reaction that can lead to hospitalization and death. Lamotrigine is commonly used for seizures 
and bipolar disorder. The warning of the rare, but serious reaction called hemophagocytic lymphohistiocysis (HLH) 
will be required to be added to the prescribing information in the lamotrigine labels. The FDA is recommending 
healthcare professionals be aware that quick recognition and prompt treatment is important for this reaction, and 
for patients to contact their healthcare professionals right away if they experience any symptoms of HLH.

For more information: https://www.fda.gov/Drugs/DrugSafety/ucm605470.htm

Drug Shortages and Discontinuations

Sodium Polystyrene Sulfonate (SPS) Oral or Rectal Suspension 
West Ward has not provided a reason for the shortage. Perrigo has temporarily discontinued their Kionex (rectal 
suspension) and SPS suspension. They cannot estimate when these products will be manufactured again. CMP 
Pharma has SPS suspension available. 

Nitrofurantoin Oral Suspension 
The following manufacturers of Nitrofurantoin 25 mg/5 mL oral suspension are all in shortage: Amneal, Lupid, 
Nostrum, and Teva. The estimated resupply date is unknown for Amneal and Teva. Lupin and Nostrum have 
discontinued the production of nitrofurantoin. 

Quilllvant XR suspension 
Pfizer has Quillivant XR 5 mg/mL, 60 mL on shortage due to manufacturing delays. Larger volume bottles are 
available. Pfizer has Quillivant XR on back order and the company is predicting an estimated release date of  
July 2018. 

Thiothixene Capsules 
Mylan, the sole supplier of thiothixene, has the drug on shortage. Thiothixene 1 mg is on back order and the 
company cannot estimate a release date. Thiothixene 2 mg, 5 mg and 10 mg capsules in unit-dose blister packs are 
on back order with an estimated release date of late-July 2018. 

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.
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