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EnvisionRx continuously monitors the drug pipeline. As treatment options change,
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plan performance.
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baloxavir marboxil
Manufacturer: Shionogi; Roche
Indication/Use: Acute influenza
Dosage Form: Oral
Pipeline Stage: PDUFA December 2018

Influenza places a considerable burden on the U.S. healthcare system each year. It is estimated that there are 9.2
to 35.6 million influenza cases in the U.S. every year, with 140,000 to 710,000 hospitalizations, and 12,000 to 16,000
deaths. Baloxavir inhibits an enzyme required for viral replication in influenza, providing a unique mechanism of
action against influenza A and B viruses, including avian strains (H7N9, H5N1) and strains that are resistant to
oseltamivir.[1]
The phase III CAPSTONE-1 study performed in the U.S. and Japan evaluated safety and efficacy of baloxavir in
1,436 otherwise healthy individuals, aged 12 to 64 years, with a confirmed influenza virus infection. Baloxavir
improved the median time to alleviation of symptoms (TTAS) compared to placebo (53.7 hours versus 80.2
hours, respectively). When compared to oseltamivir, the proportion of patients with positive titers (the amount of
antibodies in a person’s blood) for influenza virus at one, two and four days after the start of treatment was lower
for baloxavir compared to oseltamivir, as was the time to end of viral shedding (24 versus 72 hours, respectively
and 96 hours with placebo). The most common adverse effects were diarrhea, bronchitis, nausea and sinusitis, all
of which occurred less often with baloxavir than with the placebo.
Currently recommended antivirals to treat and/or prevent influenza after exposure include Tamiflu® (oral
oseltamivir and generics), Relenza® (inhaled zanamivir) and Rapivab™ (IV peramivir; treatment only).[2] As a single,
oral dose regimen, baloxavir would be different from the currently available products on the market.
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cladribine
Manufacturer: EMD Serono/ Merck/ KGaA
Indication/Use: Relapsing-remitting multiple sclerosis
Dosage Form: Oral
Pipeline Stage: PDUFA November 2018

Oral cladribine is an immunomodulatory therapy that effects T cells and B cells, which leads to a decrease in levels
of inflammation in multiple sclerosis (MS) patients. In 2011, the FDA denied the approval of oral cladribine for
relapsing-remitting (RR) MS, requesting more safety data in a complete response letter to EMD Serono/Merck. In
July of this year, the FDA accepted for review the resubmitted New Drug Application (NDA), agreeing that the new
application was sufficiently complete and addressed all issues from the letter in 2011.
The CLARITY trial was a randomized, double-blind study of 1,326 people with active RR MS that compared two
different doses of cladribine with a placebo. Cladribine reduced the annualized relapse rate (0.42 and 0.35
respectively) and delayed disability progression for a sustained six months compared with the placebo.[3]
Oral cladribine is now available in 38 countries, including Canada. The National Institute for Health and Care
Excellence (NICE) guidelines published in 2017 found cladirine cost-effective for rapidly evolving severe and
suboptimally treated RR MS patients.[4] If approved in the U.S., cladribine will offer a unique mechanism of action
in an oral dosage form and a short treatment course of eight to 20 days per year. This short course is enough to
“reset” the immune system and allow benefits for up to four years without continuous dosing, which would be a
strong differentiator amongst the competitors.
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dacomitinib
Manufacturer: Pfizer
Indication/Use: Locally advanced or metastatic non-small cell lung cancer (NSCLC) in patients with epidermal growth
factor receptor (EGFR)-activating mutations
Dosage Form: Oral
Pipeline Stage: PDUFA September 2018

Lung cancer is the leading cause of cancer death in the US. It is estimated that in 2018, over 234,000 new cases
and over 150,000 related deaths will occur.[5] Dacomitinib, for the treatment of non-small cell lung cancer, is a panHER (human epidermal growth factor receptor) kinase inhibitor. By irreversibly inhibiting the kinase activity of HER1/
EGFR, HER2 and HER4, tumor-growth is inhibited, leading to cancer cell death.[6]
There is strong clinical data from the open-label ARCHER 1050 trial that randomly compared dacomitinib with
gefitinib in 452 newly diagnosed patients with advanced or recurrent NSCLC with EGFR-activating mutation. Median
progression free survival (PFS) was 14.7 months with dacomitinib and 9.2 months with gefitinib. There was also
significant improvement in overall survival (OS) with dacomitinib (median 34.1 months compared to gefitinib’s
median 26.8 months). At 30 months, survival rates were higher with dacomitinib (56.2% and 46.3%, respectively).
The most common adverse events reported were diarrhea, nail changes, rash/dermatitis acneiform and mouth
sores.
Current first-line treatment options in patients with EGFR mutations include Tarceva® (erlotinib), Gilotrif® (afatinib),
Iressa® (gefitinib) or Tagrisso® (osimertinib). Dacomitinib is the first EGFR TKI to show a significant, clinically
meaningful improvement in PFS over gefitinib, but it has also been shown to have greater toxicity, requiring dose
reduction.
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galcanezumab
Manufacturer: Eli Lilly
Indication/Use: Prevention of migraines in adult patients
Dosage Form: Subcutaneous
Pipeline Stage: PDUFA October 2018

Galcanezumab is a monoclonal antibody that binds to the calcitonin gene-related peptide (CGRP), which has been
found to play a role in signal transmissions during migraines and cluster headaches. It was evaluated during two
six-month, double-blind, phase III trials, EVOLVE-1 and EVOLVE-2, that studied 1,773 adults with episodic migraines
(EM) who experienced four to 14 migraine headaches per month at baseline.[7] In both studies, galcanezumab was
associated with a significantly greater decrease in the average number of migraine days per month compared to
the placebo (galcanezumab: -3.6 and -4 days; placebo: -1.85 and -2.15 days). In addition, roughly 57% and 62%
of patients treated with galcanezumab experienced at least a 50% reduction in monthly migraine days compared
to 36% and 39% of patients treated with placebo in the respective studies. Similar results were found when
galcanezumab was studied with chronic migraines (CM). Over three months, within the phase III double-blind trial,
galcanezumab led to a significant reduction in CM headache days per month compared to placebo (-4.6 to -4.8 days
versus -2.7 days, respectively). About 27% of patients treated with galcanezumab experienced approximately a 50%
reduction in headache days per month compared to about 15% of patients treated with the placebo.[8] Common
adverse reactions reported in the trials were injection site reactions, itching and redness, as well as sinusitis.
Galcanezumab, if approved, will be the third approval in the new CGRP class. Aimovig (erenumab) was approved in
May 2018 and fremanezumab is expected to be approved in August 2018. Galcanezumab will offer once monthly
subcutaneous dosing to stay competitive with other medications that are administered by this route.

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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encorafenib/binimetinib

Manufacturer: ArrayBioPharma Inc.
Indication/Use: Unresectable or metastatic melanoma with a BRAF V600E or V600K mutation
Dosage Form: Oral capsule
Traditional or Specialty: Specialty

On June 27, 2018, the FDA approved Braftovi/Mektovi (encorafenib/binimetinib) to be used in combination for
melanoma that has metastasized or is not eligible for surgery. This new combination therapy is labeled to be taken
once daily until disease progression or unacceptable toxicity occurs. Other combination comparators include
Zelboraf® (vemurafenib) with Cotellic® (cobimetinib) and Tafinlar® (dabrafenib) with Mekinist® (trametinib).
For more information: https://www.braftovimektovi.com/

Galafold™ migalastat
Manufacturer: Amicus Therapeutics, Inc.
Indication/Use: Fabry disease
Dosage Form: Oral
Traditional or Specialty: Specialty

Fabry disease is a rare genetic disorder that affects an estimated 3,000 people in the U.S. where a fatty substance
builds up in the blood. The FDA granted accelerated approval on August 10, 2018, for Galafold (migalastat), an oral
capsule taken every other day for the treatment of Fabry disease in patients 15 years of age and older that have a
specific gene mutation that is susceptible to Galafold. Approximately 35-50% of Fabry disease patients would be
eligible for this new therapy. This represents the first oral medication for Fabry disease and the first new therapy in
this class in more than 15 years.
For more information: http://ir.amicusrx.com/news-releases/news-release-details/fda-approves-galafoldtmmigalastat-treatment-certain-adult
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Krintafel™ tafenoquine
Manufacturer: Glaxo Smith Kline
Indication/Use: Plasmodium vivax malaria for patients age 16 or older (prevention of relapse)
Dosage Form: Tablet, 300 mg one time dose co-administered on the first or second day of appropriate therapy
Traditional or Specialty: Traditional

On July 20, 2018, the FDA approved the first single-dose medication to prevent the relapse of P. vivax malaria. This
marks the first new treatment for Plasmodium vivax malaria in over 60 years. P. vivax malaria has a significant public
health impact, primarily in South Asia, Southeast Asia and Latin America. Krintafel (tafenoquine) is not indicated for
acute treatment of malaria and patients must be tested for GP6D deficiency prior to treatment.
For more information: https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/210795s000lbl.pdf

Orilissa™ elagolix sodium
Manufacturer: AbbVie, Neurocrine
Indication/Use: Moderate to severe pain of endometriosis in women 18 years of age or older
Dosage Form: Oral
Traditional or Specialty: Traditional

It is estimated that 4-10 million women between the ages 18-50 years of age have endometriosis and on July 23,
2018, the FDA approved the first medication in 10 years labeled to treat the moderate to severe pain associated
with this disorder. Orilissa (elagolix) is an oral, once daily dosing option for adults, and can be taken for up to 24
months at the lower strength and up to six months at the higher dose.
For more information: https://www.orilissa.com/hcp?cid=ppc_ppd_orilissahcp_ggl_brnd_0036

Tpoxx® tecovirimat

Manufacturer: Catalent Pharma Solutions
Indication/Use: Smallpox caused by variola virus in adults and pediatric patients weighing more than 13 kg
Dosage Form: Oral capsule
Traditional or Specialty: Availability limited to the Centers for Disease Control and Prevention (CDC)

The FDA approved Tpoxx (tecovirimat), the first drug with an indication for the treatment of small pox, on July 13,
2018. The World Health Organization (WHO) declared small pox eradicated in 1980, however, there are thoughts
that this virus could be used in bioterrorism. Tpoxx was studied on animals infected with viruses that closely
resemble the virus that causes small pox. It will initially be available only through the U.S. government’s Strategic
National Stockpile (SNS).
For more information: https://investor.siga.com/news-releases/news-release-details/us-food-and-drugadministration-approves-siga-technologies
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Cinryze® C1 esterase inhibitor (human)
Manufacturer: Shire
Indication/Use: Prevention of angioedema attacks in pediatric hereditary angioedema patients
Dosage Form: Intravenous
Traditional or Specialty: Specialty
Date of Original Approval: October 10, 2008

CINRYZE, a C1 esterase inhibitor (C1-INH) originally approved by the FDA in 2008 to help prevent swelling attacks
in adults, received approval to expand treatment to children (six years of age and older) and teenagers on June 10,
2018. CINRYZE is the first C1-INH approved for children. The medication raises plasma levels of C1-INH in patients
with herediary angiodema (HAE), who are prone to swelling due to an underlying deficiency in C1-INH. CINRYZE was
shown to reduce the number of HAE attacks, lessen the severity of attacks and reduce the use of acute treatment.
For more information: https://www.cinryze.com/

Xtandi® enzalutamide
Manufacturer: Astellas/Pfizer
Indication/Use: Castration-resistant prostate cancer (CRPC)
Dosage Form: Oral
Traditional or Specialty: Specialty
Date of Original Approval: August 31, 2012

Xtandi was first approved for the treatment of patients with metastatic CRPC who had previously received
docetaxel, and was granted approval in 2014 for chemotherapy-naïve men with metastatic CRPC. On July 13, 2018,
the FDA approved expanding the labeled indications to include men with non-metastatic castration-resistant
prostate cancer. This provides a new option, joining Erleada™ (apalutamide), for men who are in between failure of
androgen deprivation therapy and the onset of metastatic disease.
For more information: https://www.xtandi.com/who-is-xtandi-for
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Abstral®

Fentanyl Citrate

Eli Lilly; United
Therapeutics

Acute breakthrough
cancer pain

Pending

3Q 2018

Androgel® (1.62%)
pump packets

Testosterone

Allergan

Deficiency of endogenous
testosterone

Pending

2H 2018

Asacol® HD

Mesalamine DR

Zydus

Inflammatory bowel disease

Yes

Canasa®

Mesalamine

Valeant

Ulcerative colitis

Pending

Cosopt® PF

Dorzolamide Hydrochloride; Timolol Maleate

Aurobindo

Glaucoma

Yes

Eurax lotion

Crotamiton Lotion

Marnel
Pharmaceuticals, Inc.

Scabies

Yes

Finacea® gel

Azelaic Acid

AstraZeneca; Pfizer

Rosacea

Pending

11/18/2018

Flector®

Diclofenac Epolamine

Allergan

Acute pain

Pending

2H 2018

Invanz®

Ertapenem Sodium

Aurobindo

Bacterial infections

Yes

Levitra® (2.5, 5, 10,
20 mg)

Vardenafil Hydrochloride

Bayer

Erectile dysfunction

Pending

Makena® vial

Hydroxyprogesterone
Caproate

American Regent

Prevention of preterm birth

Yes

Onfi® tablets (oral
suspension)

Clobazam

H. Lundbeck A/S

Lennox-Gastaut syndrome

Pending

10/21/2018

Precedex® (50 mL,
100 mL)

Dexmedetomidine
Hydrochloride

United Therapeutics

Sedation

Pending

3Q 2018

Remodulin®

Treprostinil

Amgen

Pulmonary Arterial
Hypertension (PAH)

Pending

3Q 2018

Suboxone®

Buprenorphine/Naloxone

Dr. Reddy’s
Laboratories, Inc.

Opioid Use Disorder

Yes

Topicort® spray

Desoximetasone

Lupin, Taro

Plaque psoriasis

Yes

Uceris® tabs

Budesonide ER

Oceanside, Actavis

Ulcerative colitis

Yes

Vivlodex®

Meloxicam

Bayer

Osteoarthritis pain

Pending
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FDA Safety Updates
Drug Safety Communication
Cancer Relapse Linked to Azithromycin Use to Prevent Serious Lung Condition - The FDA issued a safety
alert regarding the use of azithromycin as a prophylactic immunomodulatory agent in patients who undergo
hematopoietic stem cell transplantation (HSCT). A clinical trial investigating the long-term use of this macrolide
antibiotic to prevent bronchiolitis obliterans syndrome (BOS) in patients who underwent allogeneic HSCT for
hematological malignancy found that azithromycin was associated with an increased risk of cancer relapse
compared with the placebo. The researchers stopped the ALLOZITHRO1 trial approximately 13 months after the
study completed enrollment of 480 patients because an unexpected increase in the rate of both cancer relapses
and death was observed in patients taking azithromycin. Cancer relapse was observed in 77 patients (32.9%) with
azithromycin treatment compared to 48 patients (20.8%) with placebo, which is an inactive treatment. There are no
known effective antibiotic treatments for prophylaxis of bronchiolitis obliterans syndrome. Healthcare professionals
should not prescribe long-term azithromycin for prophylaxis of bronchiolitis obliterans syndrome to patients who
undergo donor stem cell transplants because of the increased potential for cancer relapse and death.
For more information: https://www.fda.gov/Drugs/DrugSafety/ucm614085.htm
FDA Bolsters the Safety Information About Side Effect of Fluoroquinolones - On July 10, 2018, the FDA
approved class-wide labeling changes for all fluoroquinolone antibiotics to strengthen the warnings related to
mental health side effects and the risk for severe low blood sugar, including hypoglycemic coma. Fluoroquinolone
antibiotics include moxifloxacin (Avelox®, Bayer), delafloxacin (Baxdela™, Melinta Therapeutics), ciprofloxacin (Cipro®,
Bayer), gemifloxacin (Factive®, Merus Labs), levofloxacin (Levaquin®, Janssen), and ofloxacin. Within the labeling for
current products in the fluoroquinolone antibiotic class, a range of mental health side effects are already described,
which can differ by individual drug. The new label changes will make the mental health side effects more prominent
and more consistent across the systemic fluoroquinolone drug class. The mental health side effects to be added
to or updated across all the fluoroquinolones are disturbances in attention, disorientation, agitation, nervousness,
memory impairment, and serious disturbances in mental abilities, called delirium.
For more information: https://www.fda.gov/Drugs/DrugSafety/ucm605470.htm

Drug Shortages and Discontinuations
Quilllvant XR® suspension and QuiliChews™
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
September 2018. QuillChew ER chewable tablets are currently available.
Recombinant Zoster Vaccine (Shingrix)
GlaxoSmithKline has Shingrix on shortage due to high demand for the product. The Shingrix kits in 1 count and 10
count are on intermittent back order with regular releases.
Nitrofurantoin Oral Suspension
The following manufacturers of Nitrofurantoin 25 mg/5 mL oral suspension are all in shortage: Casper, Amneal
and Teva. The estimated resupply date is unknown for all manufacturers. Compounding may be required as an
alternative agent during the shortage.
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Drug Shortages and Discontinuations
Spironolactone Tablets
Accord has spironolactone 50 mg and 100 mg tablets in 500 count and the 25 mg tablets in 100 count and 500
count on back order. The company predicts an estimated release date of mid- to late-August 2018. Amneal has all
spironolactone presentations on allocation. Jubilant Cadista has spironolactone 25 mg tablets in 500 count and
100 mg tablets in 100 count on back order and predicts an estimated release date of mid-August 2018. Mylan
has spironolactone 25 mg tablets in 100 count and 500 count, 50 mg tablets in 500 count, and 100 mg tablets in
100 count on intermittent back order and is releasing supplies as they become available. The 50 mg tablets in 100
count are on back order and the company is predicting an estimated release date in mid-August 2018. Par has
most presentations on back order and the company cannot estimate a release date. Pfizer has Aldactone® 100 mg
tablets in 100 count on back order and is predicting an estimated release date in September 2018. The 25 mg and
50 mg tablets in 100 count are on back order and the company cannot estimate a release date. Sun Pharma has
spironolactone 100 mg tablets in 30 count, 60 count and 100 count; 25 mg tablets in 500 count and 1000 count;
and 50 mg tablets in 100 count on back order and is predicting an estimated release date in August 2018. The 50
mg tablets in 60 count are on back order and the company cannot estimate a release date. The 100 mg tablets in
500 count are available in limited quantities.
Valsartan Tablets
Several drug products containing valsartan were recalled due to an unexpected impurity found in the active
pharmaceutical ingredient manufactured by a third party. The impurity is N-nitrosodimethylamine (NDMA) and is
classified as a probable human carcinogen. Additional information is available at https://www.fda.gov/NewsEvents/
Newsroom/PressAnnouncements/ucm613532.htm.
Camber, Major, Solco and Teva valsartan tablets are affected by the recall. Detailed information on the products is
available at https://www.fda.gov/downloads/Drugs/DrugSafety/UCM615703.pdf.
Aurobindo has valsartan tablets on intermittent back order and is releasing product as it becomes available. Cadista
has valsartan tablets on allocation. Major, Teva and Solco have valsartan tablets on back order due to the recall and
cannot estimate resupply dates.
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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