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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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In the United States, there are an estimated 30.3 million people who have diabetes.[1] Patients with diabetes have 
specific treatment regimens in order to control their fluctuating blood glucose. Some diabetes treatments can  
cause hypoglycemia. Hypoglycemia can be characterized by hunger, irritability, sweating, anxiety, shakiness or  
pale skin. With more severe cases, there could be confusion, abnormal behavior, blurred vision, seizures or loss  
of consciousness, and patients may require immediate treatment.[2] Immediate treatments are administered when 
patient’s blood glucose falls below 70 mg/dL or a patient is symptomatic. The standard of care for a conscious  
patient is oral glucose, however, if a patient experiences more severe hypoglycemia, defined as blood glucose less 
than 54 mg/dL or unconsciousness, injectable glucagon is the standard of care and administration is not limited to 
healthcare professionals.[3] 

Intranasal glucagon is being evaluated by the FDA for patients with type 1 diabetes experiencing an episode of low 
blood sugar. The convenience aspect of the intranasal dosage form is that inhalation or other cooperative measures 
are not required from the patient, as absorption takes place through the nasal mucosa. In a phase III trial, intranasal 
glucagon was compared to intramuscular glucagon and resulted in a comparative response of elevating blood  
sugar to 70 mg/dL and/or an increase of 20 mg/dL within 30 minutes in rescue of mild to moderately low blood  
sugar.[4] However, there were some limitations noted in the trial, such as evaluating a population with mild to  
moderate hypoglycemia where, if able to swallow, oral glucose would be the first line of treatment. In addition,  
the primary endpoint was more lenient than standard treatment guidelines of hypoglycemia because if hypoglycemia  
is not corrected within 15 minutes (>70mg/dL), re-dosing of 15 g of oral glucose is normally given without delay. 
However, if nasal glucagon is FDA approved, this dosage form would provide an additional treatment option for 
hypoglycemia. An intranasal dosage form may be preferred in pediatric patients versus the previously marketed 
intramuscular injection for severe hypoglycemia. 

nasal glucagon glucagon

Manufacturer: Eli Lilly
Indication/Use: Hypoglycemia 
Dosage Form: Intranasal inhalation
Pipeline Stage: PDUFA 2Q 2019
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Scenesse® afamelanotide 
Manufacturer: Clinuvel
Indication/Use: Erythropoietic protoporphyria in adults
Dosage Form: Subcutaneous, 16 mg implant every 60 days
Pipeline Stage: PDUFA 2Q 2019

Erythropoietic protoporphyria (EPP) is a genetically linked subcutaneous porphyria characterized by a missing 
enzyme that presents itself by painful, non-blistering photosensitivity to the skin. It is often diagnosed at birth or  
in early childhood and severely affects quality of life. The worldwide prevalence of EPP is estimated at 1 in 75,000  
to 1 in 200,000.[5] EPP occurs in varying ethnicities, however, EPP occurs most commonly in Caucasians.[6] The 
symptoms of pain, tingling, redness, burning and itching can occur within minutes of sunlight exposure.[7] Patient’s 
modify their entire lives to minimize light exposure and use necessary treatment modalities that include avoiding 
sunlight exposure and wearing clothing designed to provide protection. Other existing treatments include 
maximum SPF broad spectrum sunscreens, beta-carotene use, narrow-band UVB phototherapy and oral cysteine. 
Unfortunately, some of these treatments lack proven clinical efficacy.[8]

Afamelanotide is a man-made dermal implant being studied for use as a preventative medication for patients 
with EPP. It is an analogue of a human alpha melanocyte-stimulating hormone (alpha-MSH) that stimulates 
darker pigment production to reduce symptoms of pain, redness, burning and tingling when exposed to sunlight. 
Afamelanotide has been shown to improve quality of life (QoL) in EPP patients and reduce painful symptoms.  
It is approved for the treatment of EPP in Europe, but is pending approval in the United States. Afamelanotide’s 
phase III trial resulted in an increased amount of time of pain-free sunlight exposure for EPP patients based on 
improved patient scores on the EPP QoL questionnaire.[9]  

This medication would provide an unmet need in an orphan disease state where there are limited lifestyle-
modifying alternative therapies. Afamelanotide is also seeking additional indications for vitiligo, a skin  
condition where patches of skin lose their pigmentation that impacts a larger population. Clinical trials are  
currently underway. 
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BLA - Biologics License Application    NDA - New Drug Application    PDUFA - Prescription Drug User Fee ActGlossary  
of Terms

Zolgensma® onasemnogene abeparvovec  
Manufacturer: AveXis, Inc. 
Indication/Use: Spinal muscular atrophy 1 (SMA1) 
Dosage Form: Intravenous; infused over 60 minutes
Pipeline Stage: BLA May 2019

Spinal muscular atrophy (SMA) is a genetic mutation characterized by proximal symmetrical muscular weakness, 
contributing to the most common genetic cause of infant mortality. SMA has an overall carrier frequency of 1 in 
54 and is present only when both parents are carriers.[10] A prevalence of approximately 1-2 per 100,000 persons 
and incidence around 1 in 10,000 live births has been estimated with SMA type 1, accounting for around 60% of all 
cases. The typical age of onset for type 1 SMA is recognized at less than six months of age and is characterized by 
their highest ability of motor function being only a sitting position with support. Natural age of death is most often 
less than two years of age.[11] Treatment for SMA is usually supportive therapy, directed at providing respiratory 
assistance as needed, nutritional support and preventing complications of weakness. The are a limited number of 
disease-modifying therapies for SMA. Currently, Spinraza® (nusinersen) is available and indicated for most infants 
with SMA, as well as select children two to 12 years of age.[12] However, Sprinraza is administered by intrathecal 
injection and has a complicated dosing schedule. 

Zolgensma is a first-in-class biologic single-dose gene replacement. It delivers a gene copy of SMN to type 1 SMA 
patients via self-complementary adeno-associated viral serotype 9 (scAAV9) gene therapy. In a phase I clinical trial, 
it had a successful response in 15 patients with ages ranging from one to eight months with type 1 SMA. With 
Zolgensma utilization there was a reduction in the use of common supportive therapy, as well as improved motor 
milestones such as the ability to sit alone, head control and ability to roll over, which are not typically achieved by 
type 1 SMA patients. This phase I clinical trial was the first to be completed and had a duration of 24 months of 
follow-up. While Zolgensma does meet an unmet need, review of the trials underway will provide more insight for 
next steps in therapy of SMA type 1.[12] 
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Drug Approvals

Jatenzo® testosterone undecanoate
Manufacturer: Clarus Therapeutics, Inc.
Indication/Use: Deficiency or absence of endogenous testosterone 
Dosage Form: Oral tablet
Traditional or Specialty: To be determined

On March 27, 2019, the FDA approved Jatenzo, an oral capsule for testosterone replacement in men with endocrine 
disorders, such as Klinefelter syndrome. This is a unique formulation of testosterone, as previous formulations have 
not been oral due to bioavailability. This product does require twice daily dosing as compared to injectables that 
can be given every couple of weeks or patches or gels that are applied daily.
For more information: http://www.clarustherapeutics.com/content/product-development/overview.htm
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Mavenclad® cladribine
Manufacturer: EMD Serono, Inc.
Indication/Use: Relapsing forms of multiple sclerosis
Dosage Form: Oral tablet
Traditional or Specialty: Specialty

Mavenclad was approved by the FDA on March 29, 2019 to treat relapsing forms of multiple sclerosis (MS) in 
adults, including both relapsing remitting and secondary progressive MS. It is not recommended as first-line 
therapy, but is to be used when patients have failed previous treatment. The treatment regimen is differs from 
other oral MS therapies, which are given daily, as Mavenclad is given for eight to 10 days in years one and two, 
with only 20 total treatment days, followed by no treatment in years three and four. The drug has not been 
studied past four years.
For more information: https://www.mavenclad.com/en/now-approved/index
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Spravato™ esketamine
Manufacturer: Janssen Pharms
Indication/Use: Treatment-resistant depression (TRD)
Dosage Form: Nasal spray
Traditional or Specialty: Specialty

On March 5, 2019, the FDA approved SPRAVATO nasal spray to be given in conjunction with an oral antidepressant 
to adults with treatment-resistant depression. This medication will require close monitoring by a healthcare 
professional and administration within a doctor’s office due to concern of side effects. Patients who use this 
medication cannot drive on the same day the nasal spray is administered.
For more information: https://www.spravato.com/

Mayzent® siponimod
Manufacturer: Novartis Pharms Corp.
Indication/Use: Relapsing forms of multiple sclerosis 
Dosage Form: Oral tablet
Traditional or Specialty: Specialty

On March 26, 2019, the FDA approved Mayzent, a sphingosine 1-phosphate receptor modulator, to treat relapsing 
forms of MS in adults, including clinically isolated syndrome, relapsing-remitting disease and active secondary 
progressive disease (SPMS). As patients progress from relapsing-remitting MS to SPMS, they often continue to take 
primary MS medication when symptoms worsen, therefore, it is anticipated that this product will be add-on  
to current therapy.
For more information: https://www.mayzent.com/

Zulresso™ brexanolone
Manufacturer: Sage Therapeutics
Indication/Use: Postpartum depression 
Dosage Form: Intravenous infusion 
Traditional or Specialty: Specialty

The FDA approved the first medication indicated for postpartum depression on March 19, 2019. This medication 
is an intravenous infusion that is administered inpatient over 60 hours. Patients will be kept at a healthcare facility 
while the medication is administered due to concerns for fainting during administration of the drug.
For more information: https://investor.sagerx.com/news-releases/news-release-details/sage-therapeutics-
announces-fda-approval-zulressotm-brexanolone
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Biosimilar
Approved Manufacturer Indication Earliest 

Launch Date

Avastin®  
(bevacizumab)
$2,913M

Mvasi 
09/14/2017

Allergan Non-small cell lung cancer (NSCLC),  
colorectal cancer, glioblastoma multiforme, 
metastatic kidney cancer 

07/20/2019

Enbrel®  
(etanercept)
$2,195M

Erelzi 
08/2016

Sandoz Plaque psoriasis, rheumatoid arthritis, 
ankylosing spondylitis, juvenile idiopathic 
arthritis, psoriatic arthritis 

2H2019 or 
04/24/2019

Epogen®  
(epoetin alfa)
$1,559M

Retacrit
5/15/2018

Hospira Anemia due to kidney disease, zidovudine 
chemotherapy, reduction of allogenic red 
blood cell transfusions in surgery

Launched

Herceptin®  
(trastuzumab)
$2,803M

Ogivri 
12/2017

Mylan HER2+ breast cancer, gastric cancer,  
gastroesophageal cancer

1H2019 or 
2H2019

Herzuma
12/2018

Roche/Genetech HER2-overexpressing breast cancer 06/18/19 or 
2H2019

Ontruzant
01/2019

Roche/Genetech HER2-overexpressing breast cancer, 
HER2-overexpressing metastatic gastric  
or gastroesophageal junction  
adenocarcinoma

06/18/19 or 
2H2020

Trazimera* 
03/2019

Pfizer HER2-overexpressing breast cancer, 
HER2-overexpressing metastatic gastric  
or gastroesophageal junction  
adenocarcinoma.

06/18/19 or 
2H2019

Humira® 
(adalimumab)
$17,097M

Amjevita
09/2016

Amgen

Rheumatoid arthritis, ankylosing  
spondylitis, Crohn’s disease, juvenile  
idiopathic arthritis, plaque psoriasis,  
psoriatic arthritis, ulcerative colitis

08/16/2022 - 
09/30/2023

Cyltezo
8/25/2017

Boehringer Ingelheim 1H 2021- 
2H 2023

Hryrimoz
10/30/2018

Sandoz 08/16/2022 - 
09/30/2023

Neulasta® 
(pegfilgrastim)
$4,209M

Fuphila
06/2018

Mylan Febrile neutropenia

Launched
Udenyca
11/2018

Amgen Neutropenia associated with  
myelosuppresive chemotherapy

Neupogen  
(filgagrastim) 
 $283M

Granix 
8/29/2012

Teva
Reduce duration of neutropenia

Launched

Zarxio 
3/6/2015

Hospira Acute myeloid leukemia patients receiving 
induction or consolidation chemotherapy. 
Cancer patients receiving bone marrow 
transplant or myelosuppressive  
chemotherapy. Patients undergoing  
peripheral blood progenitor cell collection 
and therapy. Severe chronic neutropenia. 

Nivestym 
7/20/18

Hospira
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Remicade® 
(infliximab)
$5,463M

Inflectra 
11/2016

Pfizer
Crohn’s disease, ulcerative colitis,  
psoriatic arthritis, plaque psoriasis,  
rheumatoid arthritis, ankylosing spondylitis

Launched
Renflexis
07/2017

Merck

Rituxan® 
(rituximab) 
$4,043M

Truxima
11/2018

Roche/Biogen/ 
Genetech

Non-Hodgkin’s lymphoma (NHL) 1H2019
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Dupixent® 
dupilumab

Manufacturer: Sanofi
Indication/Use: Asthma and atopic dermatitis
Dosage Form: Injection
Traditional or Specialty: Specialty
Date of Original Approval: March 28, 2017

On March 11, 2019, Dupixent was expanded to treat adolescents 12 to 17 years of age with moderate-to-severe 
atopic dermatitis who are not adequately controlled with topical prescription therapies or when those therapies 
have failed or are contraindicated. Dupixent is also indicated for adults with moderate-to-serve atopic dermatitis 
and individuals 12 years of age and older with moderate-to-severe asthma.
For more information: https://www.dupixenthcp.com

Cimzia® certolizumab pegol
Manufacturer: UCB
Indication/Use: Active non-radiographic axial spondyloarthritis (nr-axSpA)
Dosage Form: Subcutaneous injection
Traditional or Specialty: Specialty
Date of Original Approval: April 22, 2008

On March 29, 2019, Cimzia was granted expanded approval for adults with active non-radiographic axial 
spondyloarthritis (nr-axSpA) with objective signs of inflammation. This is the first product in the United States 
approved for this indication. Previously approved indications include rheumatoid arthritis, psoriatic arthritis, 
ankylosing spondylitis, plaque psoriasis and Crohn’s disease.    
For more information: https://choose.cimzia.com
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Zelnorm® 
tegaserod

Manufacturer: Sloan Pharma
Indication/Use: Irritable bowel syndrome with constipation (IBS-C) 
Dosage Form: Tablet
Traditional or Specialty: Traditional
Date of Original Approval: July 24, 2002

On March 29, 2019, Zelnorm was approved for reintroduction into the market for irritable bowel syndrome with 
constipation (IBS-C) in women under 65 years of age. It was originally approved for IBS-C in women in 2002, 
however, it was voluntarily withdrawn from the market in 2007 due to potential safety issues. The medication 
remained available in the United States through an expanded access program authorized by the FDA. A complete 
safety review by the FDA was completed, reviewing 29 placebo-controlled trials and treatment outcome data.
For more information: www.fda.gov

Soliqua® insulin glargine/lixisenatide
Manufacturer: Sanofi
Indication/Use: Type 2 diabetes
Dosage Form: Subcutaneous injection
Traditional or Specialty: Traditional
Date of Original Approval: November 21, 2016

Soliqua was approved for type 2 diabetes patients with uncontrolled diabetes on oral antidiabetic medications 
on February 28, 2019. The approval expands the indication from an add-on to diet and exercise in adults with 
uncontrolled type 2 diabetes on long-acting insulin or lixisenatide alone.  
For more information: https://www.soliqua100-33.com/
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Amrix® Cyclobenzaprine  
Hydrochloride

Apotex
Impax (AG)
Teva (AG)
Twi Pharmceuticals

Muscle pain Oral 3/1/19

Exjade® Deferasirox Actavis Treatment of chronic  
iron overload Oral 3/22/19

Flector® Diclofenac Epolamine Actavis (AG)
Greenstone LLC (AG) Pain Patch 3/1/19

Mestinon® (syrup) Pyridostigmine Bromide Novitium Myasthenia gravis Oral 3/8/19

Remodulin® Treprostinil Sandoz Pulmonary arterial  
hypertension

Intravenous; 
subcutaneous 2/28/19

Tekturna® (tablet) Aliskiren hemifumarate Par Hypertension Oral 3/25/19
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FDA Safety Updates
Drug Safety Communication

Safety Trial Finds Risk of Blood Clots and Death with Higher Dose of Xeljanz® and Xeljanz XR®

On February 25, 2019, the FDA released a safety update that dosing of Xeljanz and Xeljanz XR for rheumatoid 
arthritis (RA) at 10 mg twice daily dosing leads to an increased risk of blood clots in the lungs and subsequent 
death. This dosing regimen is only approved for patients with ulcerative colitis. At the time Xeljanz was approved 
by the FDA for RA, the FDA required continued safety studies. These studies were to evaluate the risk of heart-
related events, cancer and opportunistic infections in combination with methotrexate in comparison to other 
tumor necrosis factor inhibitors. The study will continue, however, patients who were prescribed 10 mg twice 
daily dosing will have their dose reduced to 5 mg twice daily. The study is set to conclude by the end of 2019. The 
FDA recommends that prescribers follow the dosing advised on the package insert and patients contact their 
prescribers if they have concerns over their current therapy.

For more information: https://www.fda.gov/Drugs/DrugSafety/ucm631871.htm

FDA Adds Boxed Warning for Increased Risk of Death with Gout Medicine Uloric (febuxostat)

The FDA announced on February 21, 2019 that there is an increased risk of death with Uloric compared to 
allopurinol in the treatment of gout. Gout is caused by a buildup of uric acid in the body. Medications like Uloric 
and allopurinol help to reduce uric acid and the symptoms of gouty arthritis. The additional black box warning on 
Uloric’s label comes from an in-depth review of clinical trial safety data that found an increased risk of heart-related 
death and death from all causes with Uloric. Patients who are taking Uloric and have a history of heart problems or 
stroke should discuss this additional black box warning with their healthcare provider. Healthcare providers should 
consider this risk when starting Uloric therapy for a patient and counsel patients about cardiovascular risk while 
taking Uloric.

For more information: https://www.fda.gov/Drugs/DrugSafety/ucm631182.htm

Drug Shortages and Discontinuations
Furosemide Tablets

As of April 1, 2019, furosemide tablets are on shortage from Hikma and Mylan. Hikma cited the reason for the 
shortage as due to manufacturing delays, whereas Mylan did not provide a reason. Major, Sandoz and Teva have 
all discontinued furosemide tablets. Currently, there are branded products by Validus Pharmaceuticals available. 
Mylan has 10 mg, 40 mg and 80 mg tablets available, with a shortage only in unit dose packaging. Hikma and Mylan 
are predicting estimated resupply dates by the end of April 2019.

For more information on drug shortages: https://www.ashp.org/drug-shortages/current-shortages
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