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Mallinckrodt has launched the Phase 2b PENNANT trial (NCT03068754) to investigate the safety and effectiveness of H.P. Acthar Gel (repository corticotropin injection) as a treatment for amyotrophic lateral sclerosis (ALS).

The H.P. Acthar Gel is an experimental injectable drug that the U.S. Food and Drug Administration (FDA) has granted fast track designation and orphan drug status for the treatment of ALS patients. The gel contains a highly-purified preparation of adrenocorticotropic hormone (ACTH). ACTH triggers the body’s own corticosteroids — cortisol, corticosterone, and aldosterone — and also may affect immune cells.

“We are pleased to announce the first patient in this important study of Acthar in ALS patients,” Steven Romano, MD and Mallinckrodt’s chief science officer, said in a press release. “This multi-center, double blind, placebo-controlled trial will evaluate the effects of the drug on established measures of disease symptoms and progression, enabling us to assess the potential value Acthar may bring to patients with this devastating disease.”

The PENNANT trial will assess the safety and effectiveness of H.P. Acthar Gel treatment in nearly 195 ALS patients aged 18 to 75 who developed the initial symptoms (first muscle weakness and difficulty in articulating words) up to two years before enrollment. Patients will be assigned to receive either daily subcutaneous treatment with H.P. Acthar Gel (0.2 mL, 16 units), or a placebo for 36 weeks.

Researchers will measure functional decline after 36 weeks of treatment using the ALS Functional Rating Scale-Revised.

“ALS is a rare and incurable disorder that impacts patients from all walks of life,” said Todd Levine, MD, founder and director of the Phoenix Neurological ALS Clinic and professor of neurology at Kansas University. “The community welcomes new research aimed at further understanding the disease and potential new treatments for ALS.”

The H.P. Acthar Gel already is used as a therapy for other conditions, including lupus, exacerbations of multiple sclerosis (MS), sarcoidosis, and certain inflammatory processes, such as keratitis and polymyositis.

ALS is characterized by the loss of motor neurons, located in the spinal cord, that control muscle activity, but exactly what factors trigger the development of the disease remains elusive. One possible explanation is that the person’s own immune system reacts against these neurons by sending antibodies to destroy them, leading to the development of this disease.

#AAN2018 – H.P. Acthar Gel Shows Promise as Therapy to Delay Progression of ALS
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H.P. Acthar Gel, an experimental injectable therapy, may help delay progression of amyotrophic lateral sclerosis (ALS), a new analysis reveals.

The data is scheduled to be presented at the 70th annual meeting of the American Academy of Neurology (AAN) in Los Angeles, April 21–27, in a presentation titled, “Post hoc analysis using PRO-ACT database to evaluate Repository Corticotropin Injection (H.P. Acthar® Gel) as a potential treatment for ALS.” The presentation is part of a session titled General Neurology.

Researchers explored the effects of H.P. Acthar Gel (repository corticotropin injection, or RCI) on disease progression in adults with ALS. The therapy, sold under the brand name Acortan (among others) is used in several inflammatory diseases, including multiple sclerosis and systemic lupus erythematosus.

The therapy is under investigation for ALS and received U.S. Food and Drug Administration (FDA) fast track designation and orphan drug status.

H.P. Acthar Gel, developed by Mallinckrodt, contains a highly purified preparation of the adrenocorticotropic hormone (ACTH) and may have anti-inflammatory, neuroprotective, and neuroregenerative effects that could delay or even halt ALS progression.

ACTH stimulates the release of naturally produced steroid hormones by the adrenal gland, located on top of the kidneys, such as cortisol, corticosterone, and aldosterone. These steroid hormones are involved in the regulation of many biological functions, including immune response, metabolism, and blood pressure.

Researchers used data from two studies — a pilot study of RCI and the Pooled Resource Open-Access ALS Clinical Trials (PRO-ACT) database — to assess the impact of the therapy on ALS progression.

In the pilot study, ALS patients were randomized to receive subcutaneous injections of H.P. Acthar Gel (16 U, 0.2 mL) or a volume-matched placebo once daily for 36 weeks. In total, 43 ALS patients received H.P. Acthar Gel.

Following the 36 weeks, participants either stop the treatment or continue daily H.P. Acthar Gel injections during a 48-week open-label extension phase.

The study main outcome is to assess the changes from baseline up to the 36 weeks in the ALS Functional Rating Scale (ALSFRS). Researchers analysed this parameter every month. Additional parameters evaluated include decline in pulmonary function test scores, survival, and occurrence of adverse events.

Researchers also performed a case-matched control analysis using placebo-treated patients from PRO-ACT. H.P. Acthar Gel-treated patients were paired with up to three patients from PRO-ACT using seven variables associated with disease progression.

At baseline, the mean ALSFRS scores were 27.8 in the H.P. Acthar Gel-treated group and 27.2 in the PRO-ACT control group.

The case-match control analysis revealed that after 36 weeks (9 months) of treatment, the ALSFRS scores of H.P. Acthar Gel-treated patients [all 43 patients] declined by a mean of 4.3 points and by 6.6 points in the control group – a statistically significant difference.  [a 35% lesser decline for the Acthar group]
For the post-hoc analysis (looking at the data after a study has been concluded), researchers generated a prediction algorithm that used the baseline characteristics to generate a 36-week estimate of patients’ response. They compared it to the changes in ALSFRS scores from the H.P. Acthar Gel pilot study.

For the 21 patients who completed the study [that is, those who completed the 48 week extension phase], the changes in progression in ALSFRS scores were smaller, but still similar to that predicted by the algorithm.

Overall, these results “suggest potential RCI efficacy in the treatment of ALS and support further study of RCI for ALS in controlled trials,” researchers concluded.
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Abstract

Objective: To explore the effect of repository corticotropin injection (RCI) on functional progression of amyotrophic lateral sclerosis (ALS).

Background: Data from a pilot study of RCI and the Pooled Resource Open-Access ALS Clinical Trials (PRO-ACT) database were used to assess the potential effects of RCI on ALS progression via 2 post hoc analyses: 1) a case-matched control analysis using placebo-treated patients from PRO-ACT and 2) a slope analysis comparing observed ALS progression in the RCI pilot study with disease progression predicted by an algorithm developed using PRO-ACT data.

Design/Methods: During the pilot study, 43 patients with ALS were treated with RCI for up to 36 weeks and the ALS Functional Rating Scale (ALSFRS) assessment was completed monthly. For the case-matched control analysis, RCI-treated patients were paired with up to 3 patients from PRO-ACT using 7 variables associated with disease progression. The prediction algorithm used baseline features to generate a 36-week slope estimate, which was compared with the observed slope for change in ALSFRS score from the RCI pilot study.

Results: At baseline, mean ALSFRS scores were 27.8 (SD, 5.55) in the RCI-treated group and 27.2 (SD, 6.31) in the PRO-ACT control group. In the case-match control analysis, ALSFRS scores at Week 36 significantly declined from baseline by a mean of 4.3 (SD, 4.71) points in the RCI-treated group and by 6.6 (SD, 5.57) points in the control group (P=0.025). For the 21 patients who completed the pilot study, the observed mean absolute value of the slope of change for progression in ALSFRS score(s) (−0.51; SD, 0.57) was smaller than that predicted by the algorithm (−0.75; SD, 0.26), although not statistically significant (P=0.087).

Conclusions: These results suggest potential RCI efficacy in the treatment of ALS and support further study of RCI for ALS in controlled trials.
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Abstract

Objective: To assess the effect of repository corticotropin injection (RCI; H.P. Acthar® Gel) on disease progression as well as its safety and tolerability in adults with amyotrophic lateral sclerosis (ALS).

Background: The neurodegenerative disorder ALS affects central nervous system motor neurons and often leads to death within 5 years of symptom onset. Although ≥30 agents have shown promise in preclinical models, only one has been approved to slow functional decline in humans. RCI, a naturally derived product that contains a highly purified porcine analogue of adrenocorticotropic hormone, may have anti-inflammatory, neuroprotective, and neuroregenerative effects that could delay/halt ALS progression.

Design/Methods: This multicenter, double-blind, placebo-controlled study begins with a ≤28-day screening period. Eligible subjects will be randomly assigned (2:1 ratio) to receive of subcutaneous RCI (16 U, 0.2 mL) or volume-matched placebo once daily at baseline for 36 weeks. Randomization will be stratified on the basis of riluzole use and 36-week decline in the ALS Functional Rating Scale-Revised (ALSFRS-R) score using a prediction algorithm. Subsequently, subjects will either taper and discontinue study drug or continue daily RCI during a 48-week open-label extension phase. Study end points include change from baseline in ALSFRS-R score, slope of decline in pulmonary function test scores, survival, and occurrence of adverse events. The first subject visit occurred on June 14, 2017. As of October 2017, 15 sites have been activated and 14 patients have been screened, 11 of whom have been randomly assigned. Study completion is planned for December 2019.

Results: Not applicable

Conclusions: This study aims to evaluate the potential role of RCI in delaying functional progression in ALS. It is the first to use a prediction algorithm, rather than a traditional lead-in phase, to stratify randomization.

Disclosure: Dr. Vanmeter has received personal compensation for consulting, serving on a scientific advisory board, speaking, or other activities with Employee of Mallinckrodt ARD, Inc. Dr. Vanmeter has received compensation for serving on the Board of Directors of Stockholder of Mallinckrodt ARD, Inc., and of GlaxoSmithKline. Dr. Becker has received personal compensation for consulting, serving on a scientific advisory board, speaking, or other activities with Employee of Mallinckrodt ARD, Inc. Dr. Becker has received compensation for serving on the Board of Directors of Stockholder of Mallinckrodt ARD, Inc. Dr. Zhao, MS has received personal compensation for consulting, serving on a scientific advisory board, speaking, or other activities with Employee of Mallinckrodt ARD, Inc. Dr. Zhao, MS has received compensation for serving on the Board of Directors of Stockholder of Mallinckrodt ARD, Inc. Dr. Levine has received personal compensation for consulting, serving on a scientific advisory board, speaking, or other activities with Griffons, Alexion, Nufactor, Diplomat, Shire, Corinthian Reference Labs.
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Study Description

Brief Summary:

This is a multicenter, multiple dose study to examine the effect of H.P. Acthar® (Acthar) on functional decline in adult subjects with amyotrophic lateral sclerosis (ALS).

	Condition or disease 
	Intervention/treatment 
	Phase 

	Amyotrophic Lateral Sclerosis 
	Drug: Acthar Drug: Placebo 
	Phase 2 


Detailed Description:

This is a multicenter, multiple dose study to examine the effect of Acthar on functional decline in adult subjects with amyotrophic lateral sclerosis (ALS). Approximately 213 subjects will be enrolled.

Following a screening period of up to 28 days, subjects with ALS and symptom onset (defined as first muscle weakness or dysarthria) ≤ 2 years prior to the Screening Visit will be randomized on a 2:1 basis to receive subcutaneous (SC) Acthar 0.2 mL (16 Units [U]) daily (QD) or SC matching placebo 0.2 mL QD for 36 weeks, followed by a 3 week taper.

Subjects who complete the 36 week double-blind treatment period are eligible to enter an Open Label Extension phase where all subjects will receive Acthar 0.2 mL (16 U) daily.

Study Design

	

	Study Type :
	Interventional  (Clinical Trial) 

	Estimated Enrollment :
	213 participants

	Allocation:
	Randomized

	Intervention Model:
	Parallel Assignment

	Masking:
	Quadruple (Participant, Care Provider, Investigator, Outcomes Assessor)

	Primary Purpose:
	Treatment

	Official Title:
	A Multicenter, Double Blind, Placebo Controlled Study to Assess the Efficacy and Safety of H.P. Acthar® Gel in the Treatment of Subjects With Amyotrophic Lateral Sclerosis

	Actual Study Start Date :
	June 14, 2017

	Estimated Primary Completion Date :
	December 2019

	Estimated Study Completion Date :
	December 2019


Resource links provided by the National Library of Medicine [image: image2]
Genetics Home Reference related topics: Amyotrophic lateral sclerosis 

MedlinePlus related topics: Amyotrophic Lateral Sclerosis 

Drug Information available for: Corticotropin 

Genetic and Rare Diseases Information Center resources: Amyotrophic Lateral Sclerosis 

U.S. FDA Resources 

Arms and Interventions

	Arm 
	Intervention/treatment 

	Active Comparator: Acthar 
	Drug: Acthar 

Repository corticotropin injection administered subcutaneously once a day



	Placebo Comparator: Placebo 
	Drug: Placebo 

Placebo gel injection administered subcutaneously once a day




Outcome Measures

Primary Outcome Measures : 

1. Telephone administered Amyotrophic Lateral Sclerosis Functional Rating Scale Revised (ALSFRS-R) [ Time Frame: 36 weeks ]

Change from baseline in telephone administered ALSFRS-R

Secondary Outcome Measures : 

1. Telephone administered ALSFRS-R total score decline [ Time Frame: 36 weeks ]

Mean slope of the telephone administered ALSFRS-R total score decline from baseline in the group treated with Acthar vs the placebo group

2. Investigator administered ALSFRS-R total score decline [ Time Frame: 36 weeks ]

Mean slope of investigator administered ALSFRS-R total score decline from baseline in the group treated with Acthar vs the placebo group

3. Telephone administered ALSFRS-R total score and investigator administered ALSFRS-R total score [ Time Frame: 36 weeks ]

Change from baseline in telephone administered ALSFRS-R total score and investigator administered ALSFRS-R total score over time

4. Pulmonary function test A: Mean slope of percent predicted forced vital capacity test [ Time Frame: 36 weeks ]

Mean slope of percent predicted forced vital capacity test decline from baseline in the group treated with Acthar vs the placebo group

5. Pulmonary function test B: Mean slope of volume expired in 1 second test [ Time Frame: 36 weeks ]

Mean slope of volume expired in 1 second test decline from baseline in the group treated with Acthar vs the placebo group

6. Columbia-Suicide Severity Rating Scale (C-SSRS) [ Time Frame: 36 weeks ]

Summary of Columbia-Suicide Severity Rating Scale (C-SSRS)

7. Telephone administered ALSFRS-R total score [ Time Frame: 84 Weeks ]

Change from baseline in telephone administered ALSFRS-R over time in the group treated with Acthar followed by Acthar (Acthar-Acthar) and the group treated with placebo followed by Acthar (placebo-Acthar)

8. Telephone administered ALSFRS-R total score [ Time Frame: 84 Weeks ]

Mean slope of telephone administered ALSFRS-R total score decline from baseline in Acthar-Acthar and placebo-Acthar groups

9. Pulmonary function test A [ Time Frame: 84 Weeks ]

Mean slope of forced vital capacity decline in Acthar-Acthar and placebo-Acthar groups

10. Pulmonary function text B [ Time Frame: 84 Weeks ]

Mean slope of volume expired in 1 second test in Acthar-Acthar and placebo-Acthar groups

11. Survival [ Time Frame: 84 Weeks ]

Survival in Acthar-Acthar and placebo-Acthar groups

Eligibility Criteria

Information from the National Library of Medicine 

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a study. To learn more about this study, you or your doctor may contact the study research staff using the contacts provided below. For general information, Learn About Clinical Studies. 
	

	Ages Eligible for Study:   
	18 Years to 75 Years   (Adult, Older Adult)

	Sexes Eligible for Study:   
	All

	Accepts Healthy Volunteers:   
	No


Criteria

Inclusion Criteria:

1. Diagnosis of clinically definite ALS, clinically probable-laboratory supported ALS, or clinically probable ALS based on revised El Escorial criteria.

2. ALS symptom onset ≤ 2 years prior to the Screening Visit.

3. Subjects who have been on riluzole may enter the study if they have been on a stable dose of 50 mg BID for ≥ 4 weeks prior to the Screening Visit and, if possible, should remain on that dose throughout the study.

4. Forced vital capacity (FVC) ≥ 60% at the Screening Visit.

5. Systolic blood pressure ≤ 140 mm Hg and a mean diastolic blood pressure of ≤ 90 mm Hg at the Screening and Baseline Visits.

Exclusion Criteria:

1. History of use of adrenocorticotropic hormone (ACTH) preparations for treatment of ALS.

2. Any medical condition known to have an association with motor neuron dysfunction (other than ALS) which might confound or obscure the diagnosis of ALS.

3. Subject has tracheostomy, diaphragm pacing, or ongoing (used for greater than 7 consecutive days in the 4 weeks prior to the Screening Visit) need for assisted ventilation of any type.

4. History of chronic active hepatitis including active or chronic hepatitis B, or acute or chronic hepatitis C.

5. History of tuberculosis (TB) infection, any signs/symptoms of TB, or any close contact with an individual with an active TB infection.

6. Clinically significant infection requiring intravenous administration of antibiotics and hospitalization in the 4 weeks prior to the Screening Visit.

7. Subject has used edaravone in the 1 week prior to the Screening Visit or in the 2 weeks prior to the Randomization Visit.

Contacts and Locations

Information from the National Library of Medicine 

To learn more about this study, you or your doctor may contact the study research staff using the contact information provided by the sponsor. 
Please refer to this study by its ClinicalTrials.gov identifier (NCT number): NCT03068754 
Contacts

	
	
	
	

	Contact: Anne Marie Viola, BS, CCRA
	800-556-3314
	clinicaltrials@mnk.com
	



Locations

	
	

	United States, Arizona

	Neuromuscular Research Center
	Recruiting

	Phoenix, Arizona, United States, 85028 

	Mayo Clinic - Arizona
	Recruiting

	Scottsdale, Arizona, United States, 85259 

	United States, California

	University of California San Diego
	Recruiting

	La Jolla, California, United States, 92037 

	Loma Linda University Health System, Department of Neurology
	Recruiting

	Loma Linda, California, United States, 92354 

	Keck School of Medicine, University of Southern California
	Recruiting

	Los Angeles, California, United States, 90033 

	University of California Los Angeles
	Recruiting

	Los Angeles, California, United States, 90095 

	University of California Irvine Medical Center
	Recruiting

	Orange, California, United States, 92868 

	California Pacific Medical Center
	Recruiting

	San Francisco, California, United States, 94115 

	University of California San Francisco
	Recruiting

	San Francisco, California, United States, 94143 

	United States, Colorado

	Colorado Springs Neurological Associates
	Recruiting

	Colorado Springs, Colorado, United States, 80907 

	United States, District of Columbia

	Georgetown University
	Recruiting

	Washington, District of Columbia, United States, 20007 

	George Washington University
	Recruiting

	Washington, District of Columbia, United States, 20037 

	United States, Florida

	University of Florida - McKnight Brain Institute
	Recruiting

	Gainesville, Florida, United States, 32611 

	University of South Florida
	Recruiting

	Tampa, Florida, United States, 33612 

	United States, Georgia

	Emory University
	Recruiting

	Atlanta, Georgia, United States, 30322 

	Augusta University
	Recruiting

	Augusta, Georgia, United States, 30912 

	United States, Indiana

	Indiana University-Neuroscience Center of Excellence/Goodman Hall
	Recruiting

	Indianapolis, Indiana, United States, 46202 

	United States, Kansas

	University of Kansas Medical Center
	Recruiting

	Kansas City, Kansas, United States, 66160 

	United States, Kentucky

	University of Kentucky Chandler Medical Center
	Recruiting

	Lexington, Kentucky, United States, 40536 

	United States, Maryland

	John Hopkins Outpatient Center
	Recruiting

	Baltimore, Maryland, United States, 21287 

	United States, Massachusetts

	University of Massachusetts Medical School
	Recruiting

	Worcester, Massachusetts, United States, 01655 

	United States, Michigan

	Mercy Health- Saint Mary's
	Recruiting

	Grand Rapids, Michigan, United States, 49503 

	United States, Nebraska

	Neurology Associates
	Recruiting

	Lincoln, Nebraska, United States, 68510 

	University of Nebraska Medical Center - Physicians Clinical Neurosciences Center
	Recruiting

	Omaha, Nebraska, United States, 68198 

	United States, Nevada

	Las Vegas Clinic
	Recruiting

	Las Vegas, Nevada, United States, 89145 

	United States, New York

	Columbia Presbyterian Hospital
	Recruiting

	New York, New York, United States, 10032 

	United States, Oregon

	Providence ALS Center
	Recruiting

	Portland, Oregon, United States, 97213 

	United States, Pennsylvania

	Penn State Health Milton S. Hershey Medical Center
	Recruiting

	Hershey, Pennsylvania, United States, 17033 

	Temple University School of Medicine
	Recruiting

	Philadelphia, Pennsylvania, United States, 19140 

	Allegheny General Hospital
	Recruiting

	Pittsburgh, Pennsylvania, United States, 15212 

	United States, Tennessee

	Wesley Neurology Clinic
	Recruiting

	Cordova, Tennessee, United States, 38018 

	United States, Texas

	Austin Neuromuscular Center
	Recruiting

	Austin, Texas, United States, 78756 

	Texas Neurology, P.A.
	Recruiting

	Dallas, Texas, United States, 75214 

	The Methodist Hospital
	Recruiting

	Houston, Texas, United States, 77030 

	United States, Vermont

	University of Vermont Medical Center
	Recruiting

	Colchester, Vermont, United States, 05401 

	United States, Virginia

	VCU Medical Center
	Recruiting

	Richmond, Virginia, United States, 23298 

	United States, Washington

	Swedish Neuroscience Institute
	Recruiting

	Seattle, Washington, United States, 98122 

	United States, Wisconsin

	Medical College of Wisconsin/Froedtert Hospital
	Recruiting

	Milwaukee, Wisconsin, United States, 53226 

	Colombia

	Centro de Investigaciones Clínicas SAS
	Not yet recruiting

	Cali, Colombia, 760036 


Sponsors and Collaborators

Mallinckrodt

Investigators

	
	
	
	

	Study Director:
	Susan VanMeter
	Mallinckrodt
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