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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. 

Included in this Edition
}  Clinical Pipeline

}  FDA Drug Approvals

}  New Indications

}  Generic Approvals

}  FDA Safety Update

}  Drug Shortages and Discontinuations

PERSPECTIVE   RXPIPELINEON 
THE



2  | PERSPECTIVE ON THE RXPIPELINE • FEB 2019

Clinical Pipeline

PIPELINE  
STAGE R & D FDA 

Approved
In Market 

Brand
Off Patent  

Exclusive Generic
Off  

Market
Open Source 
Alternative

Parkinson’s disease (PD) is a neurodegenerative disorder affecting dopamine-producing neurons in the brain. While 
symptoms gradually develop over several years, the effects can be quite severe, resulting in loss of motor function, 
development of behavior disorders and cognitive impairment.[1] The Centers for Disease Control and Prevention (CDC) 
lists complications from PD as the 14th overall cause of death in the United States.[2] The standard of care changes 
from person to person based on the presentation of their symptoms and age. Some common agents used to treat 
PD are anticholinergics and monoamine oxidase inhibitors, but most commonly preparations of levodopa are used 
to reestablish levels of dopamine in the brain. While these medications help treat the symptoms of PD, patients have 
a high likelihood of experiencing “off” periods between doses where PD symptoms, such as muscle stiffening and 
difficulty with voluntary and involuntary movements worsen as compared to “on” periods where symptoms  
are managed.

APL-130277 is a sublingual dopamine receptor agonist indicated for treatment of “off” periods in patients with PD 
currently on a carbidopa/levodopa regimen. In a phase II, open label, proof-of-concept study, APL-130277 provided 
rapid improvement of symptoms and successful transition from “off” to a full “on” response based on Unified 
Parkinson’s Disease Rating Scale (UPDRS) and Movement Disorder Society (MDS) rating scales, which are the standards 
of care for PD. For 78.9% of patients, a full “on” state was achieved within 30 minutes, while 40% of patients received 
a full “on” response within 15 minutes. Of the 19 patients, 92.9% achieved a full “on” response and were able to 
reproduce that status upon administration of a second dose used to confirm the first response.[3] Larger sample sizes 
are needed to further confirm the efficacy of APL-130277. 

The FDA issued a Complete Response Letter in late January 2019, citing more information and analysis (but no 
additional studies) were needed before approval.[4] While there are alternatives for treatment of “off” periods of PD, 
such as Apokyn® (apomorphine injection) and Inbrija™ (levodopa inhalation), this drug may provide easier access 
through the sublingual mucosa in patients who may be experiencing impaired motor function and problems related to 
mastication with advancing PD.[5]

apomorphine APL-130277

Manufacturer: Amgen/UCB 
Indication/Use: Parkinson’s disease 
Dosage Form: Sublingual Film
Pipeline Stage: PDUFA January 29, 2019 , however, received a complete response letter from the FDA
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Slinda™ drospirenone 
Manufacturer: Exeltis
Indication/Use: Contraception
Dosage Form: Oral
Pipeline Stage: PDUFA May 27, 2019

In 2011, about 5% of pregnancies in the United States were unintended, with women aged 15-44 mostly  
affected.[6] Contraception is utilized worldwide to prevent pregnancy, by interfering with ovulation, fertilization  
and implantation.[7] Methods of pharmacological contraception include, but are not limited to, oral hormone tablets, 
hormonal patches, vaginal inserts and intrauterine devices.[8-9]  Slinda is a progestin-only tablet whose efficacy is 
comparable to a combined estrogen/progestin oral contraceptive. The dosing schedule is 24/4, which means the 
patient takes 24 days of active drug and four days of placebo. Slinda may have more flexible dosing than other oral 
progestin-only contraceptives and clinical studies are showing less breakthrough bleeding, an often unwanted side 
effect, than other progestin-only therapies.[10]

In a phase III trial, Slinda’s efficacy in preventing pregnancy was evaluated in women 15 to 45 years of age. 
Participants were exposed to Slinda and evaluated for 13 menstrual cycles. Participants self-recorded any adverse 
events or pregnancies in their diary, although no results have yet to be reported for this study.[11] Slinda was also 
evaluated in another prospective, multicenter trial, following women for 13 menstrual cycles, exploring the safety 
of the contraceptive therapy. Researchers used the pearl index (PI), which is a value that measures the safety 
of the contraceptive; the smaller the PI, the safer the drug. The PI for Slinda was 0.51 (95% CI 0.1053-1.49222). 
Out of 713 participants, only three became pregnant. Participants were asked to subjectively rate the medication 
on a standard scale ranging from excellent to poor, Slinda was rated “excellent/good” by over 82% of subjects 
in the clinical trial. In the trials there was a decrease in episodes of breakthrough bleeding, weight gain and no 
cardiovascular events were reported. Of note, 25.5% of participants entered the trial with at least one risk factor  
for cardiovascular events. In fact, obese patients lost an average of 2.2 pounds. There was a 27.7% dropout rate  
for the study, the most common reasons included patient experiencing side effects, patient request and wanting  
to become pregnant. 

Slinda, as a progestin-only contraceptive, has an advantage of decreased risk of cardiovascular disease compared 
to combined oral contraceptives (COCs). Additionally, it could offer a larger missed-dose window. Traditional 
progestin-only products require strict adherence with same-time daily dosing. To provide optimal contraception 
benefit, patients are only allowed a three-hour time window to take the pill; otherwise, backup contraception 
is needed. Desogestrel 75 mcg introduced a more lenient missed dose time frame of 12 hours, although it is 
associated with a significant bleeding profile. Slinda allows for more flexibility in a missed dose, potentially a 24  
hour window, as well as the possible safer cardiovascular profile.[12] 
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BLA - Biologics License Application    NDA - New Drug Application    PDUFA - Prescription Drug User Fee ActGlossary  
of Terms

Zynquista™ sotagliflozin 
Manufacturer: Lexicon Pharmaceuticals; Sanofi
Indication/Use: Type 1 diabetes
Dosage Form: Oral
Pipeline Stage: PDUFA March 22, 2019

Type 1 diabetes is characterized by the loss of the body’s ability to produce insulin. Without insulin, the body 
is unable to move glucose from the blood stream into cells for utilization or storage. Complications that can 
arise from no insulin production include damage to the nerves, eyes, kidney and heart, as well as the possibility 
of developing a life threatening diabetic ketoacidosis (DKA).  Type 1 diabetes currently affects 29 million adults 
worldwide, with 1.3 million of those adults in the U.S.[13-14] The standard of care is insulin therapy along with intense 
monitoring and regular checks of a patient’s average blood glucose level over a three month period, also known as 
a hemoglobin A1c (HbA1c). Recent literature has shown that less than one third of adults achieve a HbA1c below 
7%.[13] Additionally, weight gain is often an unwanted side effect from insulin therapy.

Sotagliflozin is a first-in-class SGLT1 and SGLT2 inhibitor being developed for the treatment of type 1 diabetes in 
conjunction with optimized insulin therapy. This dual inhibition reduces how much glucose is present in the blood 
stream by limiting the amount of glucose that is absorbed from food through digestion and increasing how much 
glucose is removed by the kidneys and excreted in the urine. Three randomized, double-blind, placebo-controlled 
trials were conducted in patients with type 1 diabetes inadequately controlled by insulin alone. The results in all 
three trials were similar. Each trial demonstrated a significantly greater level of HbA1c control, with approximately 
twice as many patients achieving a HbA1c of less than 7% with sotagliflozin than with insulin alone. Furthermore, 
sotagliflozin showed a statistically significant reduction in body weight of two to three kilograms. However, all three 
trials also showed a significant increase in incidences of DKA, with approximately 3% of patients developing DKA 
compared to approximately 0.5% of patients on insulin alone.[13, 15-16] This risk of developing DKA was not reduced 
by intensive monitoring compared to the placebo group, and an FDA evaluation of sotagliflozin raised concerns that 
DKA risk in real-world settings may be greater than in the clinical trials.[17] Sotagliflozin, when used in conjunction 
with insulin, may allow for better control of a patients type 1 diabetes, but it is not without risks.[13, 15-16]
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Cablivi® caplacizumab-yhdp
Manufacturer: Ablynx US.
Indication/Use: Thrombotic thrombocytopenic purpura 
Dosage Form: Intravenous
Traditional or Specialty: Specialty

On February 6, 2019, the FDA approved Cablivi, the first medication in the United States specifically indicated for 
the treatment of adult patients with thrombotic thrombocytopenic purpura (TTP), a rare blood-clotting disorder. 
This therapy would be used in combination with plasma exchange and immunosuppression. Cablivi received an 
FDA fast track designation and was evaluated under priority review, which is reserved for medications that allow for 
significant improvements in safety or efficacy in treating serious conditions.
For more information: https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm630851.htm
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Inbrija™ levodopa
Manufacturer: Acorda Therapeutics.
Indication/Use: Parkinson’s disease
Dosage Form: Inhalation
Traditional or Specialty: Specialty

Inbrija was approved by the FDA on December 21, 2018. The orally inhaled levodopa powder can be used 
for “off” episodes, or periods of symptoms, in patients with Parkinson’s disease that are currently prescribed 
carbidopa/levodopa. The drug delivery system via oral inhalation will offer an ease of administration for patients 
that have advanced Parkinson’s disease and need additional treatment to maximize their baseline carbidopa/
levodopa therapy.
For more information: https://www.inbrija.com/
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Motegrity™ prucalopride
Manufacturer: Shire
Indication/Use: Chronic idiopathic constipation (CIC) 
Dosage Form: Oral
Traditional or Specialty: Traditional

On December 14, 2018, the FDA approved Motegrity, an additional medication indicated for chronic idiopathic 
constipation in adults. This medication is unique, as it is the only FDA-approved selective serotonin type 4 (5-HT4) 
receptor agonist on the market to treat this condition, however, there are other medications that are indicated to 
treat CIC.
For more information: https://www.motegrityhcp.com/

Jeuveau™ praboutulinumtoxina-xvfs
Manufacturer: Evolus
Indication/Use: Improvement in appearance of glabellar lines 
Dosage Form: Injectable
Traditional or Specialty: Traditional

Approved by the FDA on February 1, 2019, Jeuveau is the first facial aesthetic to hit the market in a decade. The 
injectable temporarily improves the appearance of moderate to severe glabellar lines, also known as frown lines,  
in adult patients. Medication coverage will be determined by plan design for cosmetic prescriptions.
For more information: https://www.fda.gov/Drugs/InformationOnDrugs/ucm630567.htm
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Reference Drug
2017 Sales

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

Humira® 
(adalimumab)
$17,097M

Amjevita
09/2016

Amgen

Rheumatoid arthritis, ankylosing  
spondylitis, Crohn’s disease  
juvenile idiopathic arthritis, 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

Remicade® 
(infliximab)
$5,463M

Inflectra 
11/2016

Pfizer
Crohn’s disease, ulcerative colitis,  
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

* New to market
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Lynparza® 
olaparib

Manufacturer: AstraZeneca and Merck
Indication/Use: BRCA-mutated, advanced, recurrent ovarian cancer, BRCA mutated breast cancer
Dosage Form: Tablet
Traditional or Specialty: Specialty
Date of Original Approval: December 19, 2014

On December 19, 2018, Lynparza was expanded from its original indication for the treatment of BRCA-mutated 
breast cancer to include first-line maintenance therapy of adult patients with deleterious or suspected deleterious 
germline or somatic BRCA-mutated (gBRCAm or sBRCAm) advanced epithelial ovarian, fallopian tube or primary 
peritoneal cancer who are in complete or partial response to first-line platinum-based chemotherapy. This is based 
on the treatment including an FDA-approved companion diagnostic. Lynparza is the first PARP inhibitor in the first-
line maintenance setting for BRCA-mutated advanced ovarian cancer.

For more information: https://www.lynparza.com/

Nplate® romiplostim
Manufacturer: Amgen
Indication/Use: Chronic immune (idiopathic) thrombocytopenic purpura (ITP)
Dosage Form: Subcutaneous injection
Traditional or Specialty: Specialty
Date of Original Approval: August 22, 2008

On December 14, 2018, Nplate was approved for use in pediatric patients one year of age and older with 
immune thrombocytopenia for at least six months who have had an insufficient response to corticosteroids, 
immunoglobulins or splenectomy. The approval expands the indication for the treatment of thrombocytopenia in 
patients with chronic immune (idiopathic) thrombocytopenic purpura (ITP).

For more information: https://www.nplate.com/

Cabometyx® cabozantinib
Manufacturer: Exelixis
Indication/Use: Renal cell carcinoma
Dosage Form: Tablets
Traditional or Specialty: Specialty
Date of Original Approval: April 25, 2016

Cabometyx’s indication was expanded beyond renal cell carcinoma on January 14, 2019 to include hepatocellular 
carcinoma (HCC) patients who have been previously treated with sorafenib.  

For more information: https://www.cabometyx.com
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Advair Diskus® Fluticasone Propionate; 
salmeterol Prasco (AG) Asthma, chronic obstructive 

pulmonary disease Yes Launched

Elidel® Pimecrolimus Oceanside (AG) Atopic dermatitis Yes Launched

ProAir® HFA Albuterol Sulfate Teva (AG) Asthma, chronic obstructive 
pulmonary disease Yes Launched

Rapamune® 

(oral solution) Sirolimus Novitium Organ transplant Yes Launched

Sabril ® (tablet) Vigabatrin Teva Seizures Yes Launched
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FDA Safety Updates
Drug Safety Communication

FDA Warns About Increased Risk of Ruptures or Tears in the Aorta Blood Vessel with  
Fluoroquinolone Antibiotics

On December 20, 2018, the FDA released a safety update regarding the use of fluoroquinolone antibiotics 
(ciprofloxacin, levofloxacin, moxifloxacin, etc.) stating that these medications can increase the occurrence of 
rare, but serious events of aortic ruptures or tears. The warning goes on to recommend that fluoroquinolones 
should not be used in patients at increased risk for aortic ruptures. These risk factors include a history of 
blockages, aneurysms of the aorta or other blood vessels, high blood pressure, certain genetic disorders that 
involve blood vessel changes (marfan syndrome and Ehlers-Danlos syndrome), and use in the elderly. The new 
warnings are being added to the package insert and prescribing information. Prescribers should avoid prescribing 
fluoroquinolone antibiotics to patients with the above risk factors and if the benefit of this therapy outweighs the 
risk of therapy, educate patients on the signs and symptoms of aortic aneurysm or dissection.

For more information: https://www.fda.gov/Drugs/DrugSafety/ucm628753.htm

Drug Shortages and Discontinuations
Lorazepam Tablets

Leading, Major and Teva have shortages of lorazepam, with Leading citing increasing demand as the reason. 
Sandoz has discontinued all lorazepam presentations, while Mylan has discontinued all bottled presentations  
and reported a shortage on unit-dose blister packs. Aurobindo is also reporting a shortage, but does have some 
supply. There is current availability of Bausch Health’s branded Ativan. The estimated resupply dates are not  
until late spring. 

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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