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A.	Personal Statement
I have extensive experience conducting clinical trials in critically-ill patients, and more specifically, in emergency department patients at high-risk for the acute respiratory distress syndrome (ARDS). I’ve completed a K23 Award targeting identification and treatment of patients with early acute lung injury.  I developed an Early Acute Lung Injury (EALI) score to help identify at-risk patients.  Elements of this score have been adopted as enrollment criteria for this proposed phase IIb clinical trial.  I also recently completed the phase IIa Lung Injury Prevention Study with Budesonide and Beta Agonists (LIPS-B), which demonstrated the safety and potential efficacy of early treatment with aerosolized budesonide and formoterol for improving oxygenation in patients admitted through the emergency department at high-risk for ARDS.  This trial has greatly informed the design of this proposal.  I was also the site-PI at Stanford for the recently completed NHLBI-funded Lung Injury Prevention Study with Aspirin (LIPS-A) and I am currently the site-PI for the NIH/NHLBI PETAL Network and a member of the protocol committee for the upcoming Vitamin D to Improve Outcomes by Leveraging Early Treatment (VIOLET) trial. These trials represent a paradigm shift toward earlier identification and treatment of patients prior to need for mechanical ventilation, which I have helped to lead.  As a result of these activities, I have extensive experience with clinical trial design, recruitment and consent of study subjects, and maintaining budgetary and human subject protection compliance that qualify to serve as a Contact PI for this proposal.
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B.	Positions and Honors

Positions and Employment
1998-1999 	Intern in Medicine, University of Arizona Health Science Center, Tucson, AZ
1999-2001	Resident in Medicine, University of Chicago Hospitals, Chicago, Illinois
2001-2002 	Chief Medical Resident, Cook County Hospital, Chicago, Illinois
2002-2004 	Fellow-Pulmonary and Critical Care, University of Chicago Hospitals, Chicago, Illinois
2004-2005 	Fellow-Pulmonary and Critical Care, Stanford Hospitals and Clinics, Stanford, CA
2005-2013	Instructor of Medicine, Stanford University School of Medicine, Stanford, CA 
2010-		Associate Program Director, Pulmonary and Critical Care Medicine Fellowship Program
 				Stanford University School of Medicine, Stanford, CA
2013-	Assistant Professor of Medicine, Stanford University School of Medicine, Stanford, CA
2015- 	Program Director, Pulmonary and Critical Care Medicine Fellowship Program
 	Stanford University School of Medicine, Stanford, CA

Other Experience and Professional Memberships
2010-	Site-Principal Investigator-NIH/NHLBI ARDS Network Statins for Acutely Injured Lungs from Sepsis (SAILS) Protocol, Stanford University Medical Center, Stanford, CA 
2012-15	Member, Young Academicians Committee, Critical Care Assembly of the American Thoracic Society
2012-	Facilitator, American Thoracic Society International Conference
2013-	Site-Principal Investigator-NIH/NHLBI Lung Injury Prevention Study with Aspirin (LIPS-A), Site-Stanford University Medical Center, Stanford, CA
2014-	Site-Principal Investigator-NIH/NHLBI The Esophageal Pressure-Guided Ventilation 2 (EPVent2) Trial, Stanford University Medical Center, Stanford, CA
2014- 	Site-Principal Investigator-NIH/NHLBI Allogeneic Human Mesenchymal Stem Cells for the Treatment of Acute Lung Injury, Stanford University Medical Center, Stanford, CA
2015-	Site-Principal Investigator-NIH/NHLBI Network for the Prevention and Early Treatment of Acute Lung Injury, Stanford University Medical Center, Stanford, CA
2015-	Member, VIOLET Protocol Committee for NIH PETAL Network
2015- 	Member, American Thoracic Society Critical Care Assembly Program Committee
2015- 	Member, American Thoracic Society Program Review Subcommittee 

Honors
2009-2015	NHLBI K23 Awardee

C.	Contributions to Science
[bookmark: _GoBack]1. My recent academic focus has been on early identification and treatment of patients at risk for ARDS.  I’ve completed a K23 Mentored Award targeting these aims. Along with my mentor, Dr. Michael Matthay, and my co-lead investigator, Dr. Emir Festic, we identified inhaled beta agonists and corticosteroids as potential treatment for prevention of ARDS. In a phase IIa study (LIPS-B), we established the feasibility and potential efficacy of combined aerosolized budesonide and formoterol for improving oxygenation in patients at risk for ARDS.  This novel study is the first clinical trial to demonstrate a positive signal for prevention of ARDS.  Also, consistent with other studies demonstrating the importance of inflammatory and direct-lung injury subgroups in ARDS, we found improvement in oxygenation primarily among a pre-specified subgroup of patients with pneumonia. While ARDS has been a focus of my research career to date, my experience with lung injury prevention studies has confirmed that ARDS is a challenging diagnosis to reliably adjudicate in clinical trials and may not be a patient-centric outcome relative to acute hypoxic respiratory failure (ARF). Therefore, I have shifted focus from prevention of ARDS in unselected at-risk patients to prevention of ARF in hypoxemic patients with severe pneumonia.  I anticipate this will be an important step toward reducing heterogeneity among both trial subjects and endpoints, thus improving the ability of future clinical trials to identify positive treatment effects in this realm.
a.Festic E, Carr GE, Cartin–Ceba R, Hinds RF, Banner–Goodspeed V, Bansal V, Asuni AT, Talmor D, Rajagopalan R, Frank RD, Gajic O, Matthay MA, Levitt JE. Randomized Clinical Trial of a Combination of an Inhaled Corticosteroid and Beta Agonist in Patients at Risk of Developing the Acute Respiratory Distress Syndrome. Crit Care Med. 2017 May;45(5):798-805. (PMCID: PMC5392150)Crit Care Medicne (in press)
b. Levitt JE, Gould MK, Ware LB, Matthay MA. Pathogenetic and Prognostic Value of Biomarkers in Acute Lung Injury. J Intensive Care Med 2009; 24(3):151-67. Review. PMID: 19282296.
c. Festic E, Ortiz-Diaz E, Lee A, Li G, Kor DJ, Adebola A, Akca O, Hoth J, Levitt JE, Carter R, Gajic O; United States Critical Illness and Injury Trials Group: Lung Injury Prevention Study Investigators (USCIITG-LIPS). Prehospital use of inhaled steroids and incidence of acute lung injury among patients at risk. J Crit Care. 2013 Dec;28(6):985-91. PMCID: PMC4219561
d. Levitt JE, Matthay MA. Clinical Review: Early Treatment of Acute Lung Injury: Paradigm Shift toward Prevention and Treatment Prior to Respiratory Failure. Crit Care 2012, 16:223. PMCID: PMC3580596

2. ARDS continues to be a major cause of morbidity and mortality in critically ill patients. I have an active research interest in improving the treatment of ARDS.  I have been a site-principal investigator on numerous clinical trials as part of the NIH ARDS Network and now the newly formed PETAL Network, as well as Dr. Matthay’s ongoing trial of mesenchymal stem cells for the treatment of ARDS, as outlined above.  I am also the site-PI for the phase IIb Esophageal Pressure-Guided Ventilation 2 (EPVent2) Trial, which is testing the use of an esophageal balloon to adjust positive end-expiratory pressure (PEEP) to desired transpulmonary pressures.  I am also interested in novel subphenotyping of ARDS to better identify patients with the highest ARDS-specific mortality who are most likely to benefit from targeted therapies.  As preparation for this ongoing research, I have published multiple review articles on the use of biologic markers for identification and phenotyping of patients with ARDS.
a. Levitt JE, Rogers AJ. Proteomics in the Acute Respiratory Distress Syndrome: current knowledge and implications for drug development. Expert Review of Proteomics. 2016, 13(5):457-69. PMID 27031735.
b. Sweatt AJ and Levitt JE. Evolving Epidemiology and Definitions of the Acute Respiratory Distress Syndrome and Early Acute Lung Injury. Clin Chest Med 35 (2014) 609–624. Review. PMID: 25453413
c. Agrawal A, Zhuo H, Brady S, Levitt J, Steingrub J, Siegel MD, Soto G, Peterson MW, Chesnutt MS, Matthay MA, Liu KD. Pathogenetic and predictive value of biomarkers in patients with ALI and lower severity of illness: results from two clinical trials. Am J Physiol Lung Cell Mol Physiol 2012; 303(8): L634-9. PMCID: PMC3469636
d. Levitt JE, Bedi, H Calfee C, Gould MK, Matthay MA. Identification of Early Acute Lung Injury at Initial Evaluation in an Acute Care Setting Prior to the Onset of Respiratory Failure. Chest 2009; 135(4):936-43. PMCID: PMC2758305
	
3. Quality metrics are an important component of assessing and improving quality of healthcare.  However, metrics may also have unintended consequences. I have analyzed the impact of implementation of the Lung Allocation Score (LAS) and increased scrutiny of the 1-year survival metric following lung transplantation. We found that, while 1-year survival is unchanged post implementation of the LAS, resource utilization has increased, survival beyond 1 year has decreased, and a significant increase in mortality occurs immediately after 1 year suggesting that physicians may now be committing disproportionate resources to preserve  their center’s 1-year mortality statistics.  
a. Maxwell BG/Levitt JE, Goldstein BA, Mooney JJ, Nicolls MR, Zamora M, Valentine V, Weill, Dhillon GS; Impact of the Lung Allocation Score on Survival beyond One Year post Lung Transplantation. Am J Transplant. 2014 Oct; 2288-94. PMCID: PMC4428280
b. Maxwell BG, Mooney JJ, Lee PH, Levitt JE, Chhatwani L, Nicolls MR, Zamora MR, Valentine V, Weill D, Dhillon GS. Increased resource use in lung transplant admissions in the lung allocation score era. Am J Respir Crit Care Med. 2015 Feb 1;191(3):302-8. PMCID: PMC4351576.
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D.	Additional Information: Research Support and/or Scholastic Performance 

Ongoing Research Support
U01 HL123004 (Matthay PI)				04/01/2014 - 03/31/2021 	0.48CM
NIH/NHLBI	 
Network for the Prevention and Earl Treatment of Acute Lung Injury (PETAL)
To test new therapeutic strategies for the early treatment and prevention of the acute respiratory distress syndrome (ARDS) in Phase III trials in multiple medical centers

5U01HL123004-02 (Matthay PI)			11/01/2015-04/30/2019	0.84 calendar
NIH/NHLBI 
Reevaluation of Systemic Early neuromuscular blockade (ROSE)		
Phase III clinical trial within PETAL Network of early use of neuromuscular blockade for the treatment of moderate to severe ARDS
Role: Site-PI

U01-HL108724 (Talmor PI)   			5/11/2014 – 4/30/2016	0.36CM
NIH/NHLBI
The Esophageal Pressure-Guided Ventilation 2 (EPVent2) Trial
Phase IIb clinical trial of esophageal pressure measured guided positive end-expiratory pressure (PEEP) in patients with moderate to severe acute respiratory distress syndrome (ARDS)
Role: Site-PI

Completed Research Support
U01 HL108713							7/01/2013 – present 		1.2CM
NIH / NHLBI 					
Subcontract from UCSF (Matthay PI)
Allogeneic Human Mesenchymal Stem Cells for the Treatment of Acute Lung Injury
This is a phase I/II clinical trial test the value of human mesenchymal stem cells for the treatment of moderate to severe acute respiratory distress syndrome (ARDS) in humans. 
Role: Site-PI

K23HL091334  (Levitt PI)				7/01/2009 – 11/30/2014	8.0CM
NIH/NHLBI 
Early Acute Lung Injury (EALI): A Prospective Evaluation Prior to Respiratory Failure
The goal is to identify Acute Lung Injury prior to need for mechanical ventilation and establish evidence-based criteria for a definition of Early Acute Lung Injury to allow enrollment of subjects in a randomized control trial of aerosolized albuterol prior to progression to acute lung injury.
Role: PI (Mentor: Matthay)

N01 HR056166 Levitt (Site PI)			7/1/2010 – 6/30/2014
NIH/NHLBI	
Clinical Research Network for the Treatment of Acute Lung Injury (ALI) and Acute Respiratory Distress Syndrome (ARDS) (contract from NHLBI) (N01)
To test new therapeutic strategies for ARDS in Phase II trials in multiple medical centers.  
Role: Site-PI

U01 HL108712 (Gajic PI)				7/01/2013 – 8/31/2014 	1.2CM
NIH/NHLBI
Lung Injury Prevention Study with Aspirin (LIPS-A)
Role: Site-PI
Novel phase II multicenter clinical trial targeting the prevention of Acute Lung Injury in high-risk patients with aspirin.
Role: Site-PI

