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Sumathi Nambiar, MD, MPH

Director, Division of Anti-Infective Products

U.S. Food & Drug Administration

10903 New Hampshire Avenue, Bldg. W022, Rm. 6236
Silver Spring, MD 20993

Dear Dr. Nambiar,

We write collectively as an interested and highly vested group of experts and advocates in
pulmonary nontuberculous mycobacterial disease (PNTM) in support of an FDA decision to
grant accelerated approval of amikacin liposome inhalation suspension (ALIS). Our group
includes patient advocates as well as scientists and clinicians with expertise in PNTM disease,
comorbidities, microbiology, treatment, patient care, and natural history, as well as the
performance and interpretation of clinical trials for PNTM.

The Antimicrobial Drugs Advisory Committee (AMDAC) meeting convened on August 7, 2018
included briefing documents and extensive discussion regarding the value of the selected primary
endpoint in Study 212, conversion to negative sputum for three consecutive months, as well as
the secondary endpoints of the study.

It is remarkable that a new treatment option with a more acceptable safety profile may soon be
available to patients with pulmonary MAC infections which have not responded well to the
standard multidrug regimen. For decades, amikacin and many other antibiotics have been used to
treat PNTM, often despite their poor safety profiles, without the benefit of double-blind, placebo-
controlled trials studies to demonstrate that these drugs do, in fact, act in vivo to treat this
disease.

Conversion of sputum to culture negative is the stated goal in the ATS/IDSA Statement
developed to address the diagnosis and treatment of nontuberculous mycobacterial infection.
These guidelines were developed by a group of 16 experts who collectively have more than 550
years of experience in this field. They selected the microbiologic goal understanding that the
patient likely will not feel better until the infection is treated, and therapy halted as a result of
successful treatment. Given the expertise that has gone into determining this as a desired
outcome of treatment, it seems prudent to acknowledge that the authors of these guidelines have
the most experience in making this determination.

Insmed’s clinical trial demonstrated two key findings: 1) amikacin has efficacy in the treatment
on NTM; and 2) the inhaled liposomal formulation has a better safety profile. To compare it to
standard inhaled or IV amikacin in a clinical trial, knowing that standard amikacin has a poor
safety profile and adverse impact on patient health, would present significant ethical issues.



Culture conversion is a holy grail of therapeutic development for NTM, and to achieve it in a
clinical trial setting hails a breakthrough clinicians, researchers, and patients have long awaited.
It is solid evidence, gathered in a scientifically sound manner, that a drug used in one of the
standard regimens to treat PNTM disease is effective.

ALIS is now the first drug to have undergone a clinical trial on PNTM disease with the ultimate
goal of FDA approval for the indication of treating the disease. There are two dozen or more
anti-infective products that may be used in the treatment of PNTM, but all are off-label. There
are no comparative studies between different therapies because there are no approved therapies
to compare it to, making the microbiologic endpoint a logical goal.

Because PNTM requires a multi-drug regimen for an extended period of time, secondary
endpoints are difficult to determine at this point as well. Many of these drugs have harsh side
effects which, like the disease itself, often make the patients feel unwell. Cancer patients are not
expected to feel well while on chemotherapy; it is unreasonable to expect PNTM patients to feel
well while they are on treatment for their disease. Any quality of life measures or other clinical
endpoints such as a six-minute walk test (6MWT) would likely need to be measured outside the
timeframe of the clinical trial for truly accurate comparative data.

The many challenges presented in designing the clinical trials for ALIS highlight the complexity
of them. Every new study, however, yields more data which gives us more insight into this
problem and will eventually point to answers to these and other issues which we have been
asking about for so long.

Insmed, as a pioneer in this field, has met these challenges and has soundly demonstrated that
their product is an effective treatment for pulmonary M. avium complex infections. We urge the
FDA to approve this therapy as the first safe and effective treatment for refractory MAC
infections, in the hope that this and many other therapies will become available to help reduce
the burden of pulmonary NTM disease.

Sincerely,

*Philip Leitman, President, NTM Info & Research

Doreen J. Addrizzo-Harris, MD, Professor of Medicine; Associate Director for Education &
Faculty Affairs; Program Director, Fellowship Training; Co-Director, NYUL Pulmonary
Associates; Division of Pulmonary, Critical Care & Sleep Medicine, NYU School of Medicine
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Juzar Ali, MD, FRCP(C), FCCP, LSU Alumni Klein Professor of Medicine, Pulmonary, Critical
Care, Allergy & Immunology, LSU Health Sciences Center; Director, LSUHSC-Wetmore
Mycobacterial/NTM Disease Program at University Medical Center New Orleans

Professor James D. Chalmers, PhD, Chair of Respiratory Research, University of Dundee;
European Bronchiectasis & NTM Registry



Keira A. Cohen, MD, Assistant Professor of Medicine, Division of Pulmonary & Critical Care
Medicine, The Johns Hopkins University School of Medicine

M. Leigh Anne Daniels, MD, MPH, Pulmonary/Critical Care Instructor; Co-Director of the UNC
Center for Bronchiectasis Care, University of North Carolina

Mary Ann De Groote, MD, Assistant Professor, Microbiology, Immunology & Pathology,
Colorado State University; Western Infectious Disease Consultants

Charles S. Dela Cruz, MD, PhD, Associate Professor, Section of Pulmonary, Critical Care &
Sleep Medicine, Department of Medicine; Department of Microbial Pathogenesis; Director,
Center of Pulmonary Infection Research & Treatment (CPIRT), Yale University

James F. Donohue, MD, Professor & Division Chief Emeritus, Pulmonary Diseases & Critical
Care Medicine, University of North Carolina; MASAC, COPD Foundation; MASAC, Alpha-1
Foundation; ATS Foundation Emeritus Chair

Joseph O. Falkinham, 111, PhD, Professor of Microbiology, Department of Biological Sciences,
Virginia Tech; Fellow, Royal Society for Public Health

Bryan Garcia, MD, Associate Director, Adult Cystic Fibrosis, Division of Pulmonary, Critical
Care & Sleep Medicine, Medical University of South Carolina

David E. Griffith, MD, Professor of Medicine, WA and EB Moncrief Distinguished Professor,
Pulmonary Infectious Disease Section Chief, University of Texas Health Science Center

John Hansen-Flaschen, MD, Paul R. Harron Jr. Family Professor of Medicine, Pulmonary,
Allergy & Critical Care Division, Hospital of the University of Pennsylvania

Jennifer R. Honda, PhD, Faculty Instructor, Center for Genes, Environment and Health,
Department of Biomedical Research, National Jewish Health

Mark T. Jennings, MD, MHS, Assistant Professor of Medicine, The Johns Hopkins University
School of Medicine

David Kamelhar, MD, Clinical Professor of Medicine, Division of Pulmonary, Critical Care &
Sleep Medicine, NYU School of Medicine

Shannon Kasperbauer, MD, Associate Professor of Medicine, Division of Mycobacterial &
Respiratory Infections, National Jewish Health

Mehdi Mirsaeidi, MD, MPH, Director, UM and VA Sarcoidosis Programs; IRB Vice-Chair,
Miami VA Healthcare System; Division of Pulmonary, Critical Care, Sleep & Allergy,
University of Miami Miller School of Medicine

Donald D. Peterson, MD, FACP, FACCP, ABSM, The Mary L. Smith Endowed Chair in

Pulmonology & Critical Care; System Chief, Pulmonary & Critical Care Medicine, Main Line
Health; Clinical Professor of Medicine, Jefferson Medical College

Julie V. Philley, MD, Chair, Department of Medicine, Chief of Pulmonary & Critical Care
Medicine; Associate Professor of Medicine, University of Texas Health Science Center at Tyler
Stephen Ruoss, MD, Professor of Medicine, Pulmonary & Critical Care Medicine, Stanford
University School of Medicine

Charlton B. Strange, MD, Professor, Pulmonary, Critical Care, Allergy & Sleep Medicine,
Medical University of South Carolina; Director, Alpha-1 Research Registry



Colin Swenson, MD, Assistant Professor, Division of Pulmonary, Allergy & Critical Care
Medicine, Emory University; Medical Director, Respiratory Services, Emory St. Joseph’s
Hospital
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