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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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brexanolone SAGE-547
Manufacturer: SAGE Therapeutics
Indication/Use: Postpartum depression
Dosage Form: Single intravenous infusion
Pipeline Stage: PDUFA December 19, 2018

Postpartum depression (PPD) is estimated to affect 10-20% of women giving birth in the United States, with up to
half of these cases going undiagnosed due to improper screening. Currently, there are no FDA approved therapies
for PPD. The standard of care has been selective serotonin reuptake inhibitors (SSRIs), which can take four to eight
weeks to begin to be effective, creating a high unmet need for treatment that can provide immediate relief.
SAGE-547 is a first-in-class GABA-A modulator indicated for the treatment of PPD. In clinical trials, it had the most
impact in severe PPD cases. SAGE-547 provided a rapid and durable reduction in depressive symptoms over
30 days in both phase III placebo-controlled multi-center trials evaluated using the Hamilton Rating Scale for
Depression (HAM-D). The trial length was only 30 days post-infusion. While SAGE-547 does meet an unmet need,
additional data will be needed in regards to sustained improvement in HAM-D. Of note this drug has not been
studied in women who are breastfeeding.[1], [2]

emapalumab NI-0501
Manufacturer: NovImmune Swedish Orphan Biovitrum
Indication/Use: Hemophagocytic lymphohistiocytosis (HLH)
Dosage Form: Intravenous
Pipeline Stage: PDUFA November 20, 2018

Hemophagocytic lymphohistiocytosis (HLH) is a hyper-inflammatory syndrome that causes activation of the immune
system and a life-threatening cytokine storm, including non-remitting fever, pancytopenia, coagulopathy and
hemophagocytosis, potentially leading to death. Primary HLH arises in pediatric patients and is lethal if not treated.
Secondary HLH arises later in life and is also associated with mortality. HLH is an orphan disease. Conventional
therapy includes immune chemotherapy, specifically etoposide-based regimens or investigational studies.[3]
NI-0501 is a fully human monoclonal antibody that is being investigated for the treatment of HLH. In a pilot phase
II study, nine of the 13 patients achieved a satisfactory response with treatment of NI-0501, with adequate safety
and tolerability. Currently, there is a Phase 2/3 open label, single arm, multicenter study to assess the overall
response rate, along with evaluating survival, safety and tolerability of NI-0501 in pediatric patients with HLH. The
estimated enrollment is 32 participants.[4] NI-0501 offers an innovative target and potentially less toxic approach
than conventional therapy.[5]
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ravulizumab ALXN1210
Manufacturer: Alexion Pharmaceuticals
Indication/Use: Paroxysmal nocturnal hemoglobinuria (PNH)
Dosage Form: Intravenous every eight weeks
Pipeline Stage: PDUFA February 18, 2019

Paroxysmal nocturnal hemoglobinuria (PNH) is a debilitating, rare hematopoietic stem cell disorder that is life
threatening. In PNH, stem cells acquire a gene mutation that creates abnormal red blood cells. These defective red
blood cells come under attack by the complement part of the immune system. The incidence of PNH is one to ten
cases per one million, however, it is thought this number is underestimated as patients likely remain undiagnosed.[6]
PNH affects people of all ages and genders, with an average age of onset in the patient’s early thirties. PNH develops
without warning and often goes unrecognized, which delays diagnosis and treatment. Approximately one-third of
patients with PNH do not survive more than five years from the time of diagnosis.[7] The only cure for PNH is a bone
marrow transplant from a well-matched donor (usually a brother or sister), but this procedure is very risky and is only
used for the most severe cases.[8]
ALXN1210 is a longer acting, anti-C5 antibody discovered by Alexion that inhibits terminal complement. Currently,
there are two phase III, randomized, open-label, active-controlled studies comparing ALXN1210 to Soliris® (eculizumab).
ALXN1210 is virtually identical to Soliris, but with a longer half-life. ALXN1210 achieved non-inferiority to Soliris in
regards to transfusion avoidance in treatment-naïve patients.[9] An additional trial showed non-inferiority when
switching patients from every-two-week dosing of Soliris to every-eight-week dosing with ALXN1210. ALXN1210 was
well tolerated with a safety profile similar to Soliris. ALXN1210 may allow for less frequent dosing and management
of PNH.[10]

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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Ajovy™ fremanezumab-vfrm
Manufacturer: Teva
Indication/Use: Migraine prophylaxis
Dosage Form: Subcutaneous injection
Traditional or Specialty: Traditional

On September 14, 2018, the FDA approved Ajovy (fremanezumab-vfrm) as an additional calcitonin gene-related
peptide (CGRP) human monoclonal antibody for preventative treatments of migraines in adults. Ajovy is a
subcutaneous injection that is given monthly or quarterly. Clinical trials showed a significant reduction in monthly
migraine days.
For more information: https://www.ajovy.com

Emgality™ galcanezumab-gnlm
Manufacturer: Eli Lilly
Indication/Use: Migraine prophylaxis
Dosage Form: Subcutaneous injection
Traditional or Specialty: Traditional

Emgality (galcanezumab-gnlm) is the third CGRP inhibitor that was approved by the FDA on September 27, 2018
for migraine prophylaxis. Emgality is a monthly injection that is supplied in an auto-injector. Clinical trials to date
have shown similar safety and efficacy within the CGRP inhibitors, with a reduction of two migraine days per month
compared to placebo.
For more information: https://www.emgality.com
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Libtayo® cemiplimab-rwlc
Manufacturer: Sanofi Regeneron
Indication/Use: Cutaneous squamous cell carcinoma (CSCC)
Dosage Form: Intravenous
Traditional or Specialty: Specialty

Libtayo was approved by the FDA on September 28, 2018. This medication is indicated for patients with locally
advanced metastatic cutaneous squamous cell carcinoma (CSCC) who are not candidates for curative survery or
radiation. CSCC is the second most common type of skin cancer and Libtayo offers efficacy where there are limited
treatment options.
For more information: https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm622044.htm

Takhzyro™ lanadelumab-flyo
Manufacturer: Shire
Indication/Use: Prophylaxis against hereditary angioedema
Dosage Form: Subcutaneous injection
Traditional or Specialty: Specialty

Takhzyro (lanadelumab-flyo) is the first monoclonal antibody approved for the prophylaxis of hereditary
angioedema (HAE) on August 23, 2018. Takhzyro is a subcutaneous injection that is given every two weeks for
children 12 years of age and older. A dosage interval of every four weeks is also effective and may be considered
if the patient is well-controlled (attack free) for six months or more.
For more information: https://www.takhzyro.com
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Fycompa™ perampanel
Manufacturer: Eisai
Indication/Use: Seizures
Dosage Form: Tablets and oral suspension
Traditional or Specialty: Traditional
Date of Original Approval: October 22, 2012

Fycompa (perampanel), for the treatment of partial-onset seizures with or without secondarily generalized seizures,
was expanded for monotherapy and adjunctive use in pediatric patients four years of age and older on September
28, 2018.
For more information: https://www.fycompa.com/

Gardasil® 9 human papillomavirus 9-valent vaccine, recombinant
Manufacturer: Merck
Indication/Use: Prevention of cervical, vulvar, vaginal and anal cancers caused by HPV types 6, 11, 16, 18, 31, 33, 42, 52, 58
Dosage Form: Injection
Traditional or Specialty: Traditional
Date of Original Approval: December 10, 2014

According to the CDC, every year about 14 million Americans become infected with the human papillomavirus
(HPV). Gardasil 9 prevents certain cancers and diseases caused by HPV, targeting nine types of the virus. The
vaccine was previously approved for use in both women and men ages 9-26. On October 5, 2018, the FDA
expanded approval for a broader age range of nine through 45 years of age.
For more information: https://www.gardasil9.com/
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Hemlibra® emicizumab-kxwh
Manufacturer: Genetech
Indication/Use: Hemophilia A
Dosage Form: Subcutaneous injection
Traditional or Specialty: Specialty
Date of Original Approval: November 16, 2017

Hemlibra (emicizumab-kxwh) is a bispecific factor IXa and factor X-directed antibody indicated to prevent or reduce
the frequency of bleeding episodes in patients with hemophilia A (congential factor VIII deficiency), with or without
factor VIII inhibitors. On October 4, 2018 the FDA approved the use of Hemlibra without factor VIII inhibitors.
Hemlibra stands out among preventative treatment options due to its flexible subcutaneous dosing schedule.
For more information: https://www.hemlibra.com

Imbruvica® ibrutinib
Manufacturer: Janssen Pharmaceutical
Indication/Use: Waldenström’s macroglobulinemia
Dosage Form: Capsules and tablets
Traditional or Specialty: Specialty
Date of Original Approval: November 13, 2013

On August 27, 2018, Imbruvica (ibrutinib) in combination with rituximab was approved for the treatment of
Waldenström’s macroglobulinemia, a rare blood cancer. This approval expands the use of Imbruvica beyond its
current approved use as monotherapy. This is the first approved non-chemotherapy combination option for the
treatment of Waldenström’s macroglobulinemia.
For more information: https://www.imbruvicahcp.com/
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Albendazole

Cipla; Lineage Therapeutics

Ampyra®

Dalfampridine

Atacand® HCT

Open Source
Alternative

Off
Market

Approved

Anticipated
Launch Date

Hydatid disease/
neurocysticercosis

Yes

Launched

Aurobindo

Multiple sclerosis

Yes

Launched

Candesartan cilexetil;
hydrochlorothiazide

ANI Pharmaceuticals

Hypertension

Yes

Launched

Cialis®

Tadalafil

Prasco (AG); Teva

Erectile dysfunction/Benign
prostatic hyperplasia

Yes

Launched

Evekeo®

Amphetamine sulfate

Wilshire Pharmaceuticals,
Inc. (AG)

Attention deficit/
Hyperactivity disorder

Yes

Launched

Brand Name

Albenza® (tablet)
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FDA Safety Updates
Drug Safety Communication
Sodium-Glucose Cotransporter Inhibitors Linked to Rare, but Serious Infection of the Genital Area On August 29, 2018, the FDA warned that cases of a rare, but serious infection of the genitals and area around
the genitals, known as necrotizing fasciitis of the perineum or Fournier’s gangrene, had been reported with use of
SGLT-2 inhibitors in patients with type 2 diabetes. A new warning about this risk will be added to the prescribing
information and medication guides for all SGLT-2 inhibitors. Following are some of the SGLT-2 inhibitors on the
market: Farxiga®, Invokana®, Jardiance® and Steglatro™.
For more information: https://www.fda.gov/Safety/MedWatch/SafetyInformation/
SafetyAlertsforHumanMedicalProducts/ucm618908.htm

Drug Shortages and Discontinuations
Dorzolamide 2% and Timolol 0.5% Ophthalmic Solution
Both Akorn and Bausch Health have a shortage of dorzolamide and timolol due to manufacturing delays. Sandoz
did not provide a reason and Teva has discontinued dorzolamide and timolol ophthalmic solution as of April 2018.
Akorn has 10 mL bottles on allocation, while Bausch Health and Sandoz are predicting supplies will be available by
mid-October 2018.
Belladonna 16.2 mg and Opium 60 mg Suppositories
Perrigo Pharmaceuticals has a shortage of certain products due to a lack of raw active ingredients. The company
has belladonna and opium 16.3 mg/60 mh suppositories available.
Fluorescein Sodium Ophthalmic Strips
Hub Pharmaceuticals has a shortage on Bio Glo® fluorescein sodium ophthalmic strips because demand exceeded
supply. Akorn did not provide a reason for the shortage. Akorn has Flu-Glo® 0.6 mg strips on back order and cannot
estimate a release date. Hub has Bio Glo 1 mg strips on intermittent back order and is releasing supplies as they
become available.
For more information on drug shortages: https://www.ashp.org/drug-shortages/current-shortages

Sources
[1] Sage Therapeutics Announces Brexanolone Achieves Primary Endpoints in Both Phase 3 Clinical Trials in Postpartum Depression | Sage Therapeutics, Inc. (2018).
Retrieved from http://investor.sagerx.com/news-releases/news-release-details/sage-therapeutics-announces-brexanolone-achieves-primary
[2] Sage Therapeutics Submits New Drug Application to U.S. FDA for Intravenous Brexanolone in the Treatment of Postpartum Depression | Sage Therapeutics, Inc.
(2018). Retrieved from http://investor.sagerx.com/news-releases/news-release-details/sage-therapeutics-submits-new-drug-application-us-fda
[3] Alexion Announces Positive Top-Line Results Showing Successful Phase 3 Clinical Study of ALXN1210 in Complement Inhibitor Treatment-Naïve Patients with
Paroxysmal Nocturnal Hemoglobinuria (PNH) | Alexion Pharmaceuticals, Inc. (2018). Retrieved from https://news.alexion.com/press-release/product-news/alexionannounces-positive-top-line-results-showing-successful-phase-3-cl
[4] Alexion Reports First Quarter 2018 Results and Positive Topline Data from ALXN1210 Phase 3 PNH Switch Study | Alexion Pharmaceuticals, Inc. (2018). Retrieved
from https://news.alexion.com/press-release/financial-news/alexion-reports-first-quarter-2018-results-and-positive-topline-data-al
[5] Pipeline | Emapalumab: NI-0501. (2018). Retrieved from https://www.novimmune.com/en/pipeline/emapalumab-ni-0501.html
[6] Borowitz, M., Craig, F., DiGiuseppe, J., Illingworth, A., Rosse, W., & Sutherland, D. et al. (2010). Guidelines for the diagnosis and monitoring of paroxysmal nocturnal
hemoglobinuria and related disorders by flow cytometry. Cytometry Part B: Clinical Cytometry, n/a-n/a. doi: 10.1002/cyto.b.20525
[7] Socié G, Mary JY, de Gramont A, et al. Paroxysmal nocturnal haemoglobinuria: long-term follow-up and prognostic factors. Lancet. 1996: 348:573-577.
[8] Brodsky, RA. How I treat paroxysmal nocturnal hemoglobinuria. Blood. 2009;113(26):6522-6527.
[9] A Study to Investigate the Safety and Efficacy of an Anti-IFNγ mAb in Children Affected by Primary Haemophagocytic Lymphohistiocytosis - Full Text View ClinicalTrials.gov. (2018). Retrieved from https://www.clinicaltrials.gov/ct2/show/NCT01818492?term=NI-0501&phase=2&rank=1
[10] Prof, F., Allen, C., Benedetti, F., Grom, A., Ballabio, M., & Ferlin, W. et al. (2018). A Novel Targeted Approach to the Treatment of Hemophagocytic Lymphohistiocytosis
(HLH) with an Anti-Interferon Gamma (IFNγ) Monoclonal Antibody (mAb), NI-0501: First Results from a Pilot Phase 2 Study in Children with Primary HLH. Retrieved from
http://www.bloodjournal.org/content/126/23/LBA-3?sso-checked=true

9 | PERSPECTIVE ON THE RXPIPELINE • NOV 2018

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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