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Objectives 

• Review of clinically relevant studies (2013-
2015) impacting pulmonary practice. 

• Generate discussion with respect to the 
applicability of some of the study outcomes 

• Highlight new developments 

 



Methodology 

• Pubmed 

• Journal watch 

• Journals: NEJM, Annals of internal medicine, 
Chest, The blue journal 

• Society guidelines: ATS, BTS,ACCP, 



Malignancy 

• Low dose CT screening for lung cancer 

 



Here we go again…. 

• To screen or not to screen that is the question 



Why screen for lung cancer? 

 

• High prevalence (1 in 13 to 1 in 15 in US)  
• High mortality  
• –#1 cancer killer in US  
• –#2 cause of death in US  
• Risk factors to target screening  
• –Tobacco exposure  
• –Occupational history  
• –Family history  
• Outcomes related to stage at diagnosis  

 



Overall survival for non-small cell lung 

cancer by clinical stage 
  



NO Lung screening recommended 
until now 

• Until the NLST, no screening modality had 
been identified to reduce lung cancer 
mortality 

• Thus until 2012,no recommendations for a 
screening strategy for lung cancer. 



Potential screening tests 

 
• CXR: (6+ Large RCTs)  
• Increased detection of early stage lung cancers  
• But no reduction in mortality  
• Sputum Cytology (with CXR)  
• no reduction in mortality  
• Chest CT  Low Dose Chest CT 
 
 Humphrey LL et al. Lung cancer screening. USPSTF update 2004 

 



Original Article  

Results of Initial Low-Dose Computed 
Tomographic Screening for Lung 

Cancer  
 

The National Lung Screening Trial Research Team 

N Engl J Med 
Volume 368(21):1980-1991 

May 23, 2013 



Enrollment and Follow-up of the Study Participants after the Initial Screening. 

The National Lung Screening Trial Research Team. N Engl J Med 2013;368:1980-1991 



Baseline Characteristics of the Study Participants, According to Study Group. 

The National Lung Screening Trial Research Team. N Engl 
J Med 2013;368:1980-1991 



Frequency and Positive Predictive Value of Positive Screening Results, According to Study 
Group. 

The National Lung Screening Trial Research Team. N Engl J Med 2013;368:1980-1991 



Diagnostic Follow-up of Positive Screening Results among the 9397 Patients with Data, 
According to Study Group and Lung-Cancer Status. 

The National Lung Screening Trial Research Team. N Engl J 
Med 2013;368:1980-1991 



Stage and Histologic Features of Lung Cancers, According to Study Group and Screening 
Result. 

The National Lung Screening Trial Research Team. N Engl J Med 2013;368:1980-1991 



Conclusions 

• The NLST initial screening results are 
consistent with the existing literature on 
screening by means of low-dose CT 
and chest radiography, suggesting that 
a reduction in mortality from lung cancer 
is achievable at U.S. screening centers 
that have staff experienced in chest CT. 



Study Overview 

• In participants who underwent initial 
screening in the National Lung Cancer 
Screening Trial, low-dose CT scanning 
showed positive results three times as 
frequently as did chest radiography 
(27% vs. 9%) and detected more than 
twice as many stage I cancers (158 vs. 
70). 



Lung screening today 

 

• Screening with LDCTs  

• LDCT can detect early stage lung cancers  

• Has high "false positive" rate leading to 
additional testing (serial imaging invasive 
procedures)  

• Decreases lung cancer mortality by 20% and 
all cause mortality by 6.7% in 1 large RCT  

 



Prevention 

 

• “Single best way to prevent lung cancer 
deaths is to  

• never start smoking, and  

• if already smoking, to quit permanently.”  

 

• NLST 2011  



Original Article  
Screening for Occult Cancer in Unprovoked 

Venous Thromboembolism 

Marc Carrier, M.D., Alejandro Lazo-Langner, M.D., Sudeep Shivakumar, M.D., Vicky 
Tagalakis, M.D., Ryan Zarychanski, M.D., Susan Solymoss, M.D., Nathalie 

Routhier, M.D., James Douketis, M.D., Kim Danovitch, C.C.R.P., Agnes Y. Lee, M.D., 

Gregoire Le Gal, M.D., Philip S. Wells, M.D., Daniel J. Corsi, Ph.D., Timothy 
Ramsay, Ph.D., Doug Coyle, Ph.D., Isabelle Chagnon, M.D., Zahra Kassam, M.D., 

Hardy Tao, M.D., Marc A. Rodger, M.D., for the SOME Investigators 

N Engl J Med 
Volume 373(8):697-704 

August 20, 2015 



Screening, Randomization, Follow-up, and Analysis of the Study Patients. 

Carrier M et al. N Engl J Med 2015;373:697-704 



Baseline Characteristics of the Intention-to-Test Population. 

Carrier M et al. N Engl J Med 2015;373:697-
704 



Occult Cancer Tumor Types. 

Carrier M et al. N Engl J Med 2015;373:697-704 



Kaplan–Meier Curves for Time to Detection of Missed Occult Cancer. 

Carrier M et al. N Engl J Med 2015;373:697-704 



Conclusions 

• The prevalence of occult cancer was 
low among patients with a first 
unprovoked venous thromboembolism. 

• Routine screening with CT of the 
abdomen and pelvis did not provide a 
clinically significant benefit. 



 Coming soon to a hospital/ clinic 
near you… 



Original Article  
Mepolizumab Treatment in Patients with Severe 

Eosinophilic Asthma 

Hector G. Ortega, M.D., Sc.D., Mark C. Liu, M.D., Ian D. Pavord, D.M., Guy G. 
Brusselle, M.D., J. Mark FitzGerald, M.D., Alfredo Chetta, M.D., Marc Humbert, M.D., 

Ph.D., Lynn E. Katz, Pharm.D., Oliver N. Keene, M.Sc., Steven W. Yancey, M.Sc., 

Pascal Chanez, M.D., Ph.D., for the MENSA Investigators 

N Engl J Med 
Volume 371(13):1198-1207 

September 25, 2014 



Study Design and Enrollment and Outcomes. 

Ortega HG et al. N Engl J Med 2014;371:1198-
1207 





Asthma Exacerbations and FEV1 at 32 Weeks. 

Ortega HG et al. N Engl J Med 2014;371:1198-
1207 



Characteristics of the Patients at Baseline in the Intention-to-Treat Population. 

Ortega HG et al. N Engl J Med 2014;371:1198-1207 



Summary of Efficacy Outcomes. 

Ortega HG et al. N Engl J Med 2014;371:1198-1207 



Summary of Adverse Events. 

Ortega HG et al. N Engl J Med 2014;371:1198-1207 



Conclusions 

• Mepolizumab administered either 
intravenously or subcutaneously 
significantly reduced asthma 
exacerbations and was associated with 
improvements in markers of asthma 
control. 



Original Article  
Idarucizumab for Dabigatran Reversal 

Charles V. Pollack, Jr., M.D., Paul A. Reilly, Ph.D., John Eikelboom, M.B., B.S., 
Stephan Glund, Ph.D., Peter Verhamme, M.D., Richard A. Bernstein, M.D., Ph.D., 
Robert Dubiel, Pharm.D., Menno V. Huisman, M.D., Ph.D., Elaine M. Hylek, M.D., 

Pieter W. Kamphuisen, M.D., Ph.D., Jörg Kreuzer, M.D., Jerrold H. Levy, M.D., Frank 
W. Sellke, M.D., Joachim Stangier, Ph.D., Thorsten Steiner, M.D., M.M.E., Bushi 

Wang, Ph.D., Chak-Wah Kam, M.D., and Jeffrey I. Weitz, M.D. 

N Engl J Med 
Volume 373(6):511-520 

August 6, 2015 



Clinical Characteristics of the Patients. 

Pollack CV Jr et al. N Engl J Med 2015;373:511-
520 



Time Courses of Plasma Concentrations of Unbound Dabigatran and Idarucizumab before 
and after the Administration of Idarucizumab. 

Pollack CV Jr et al. N Engl J Med 2015;373:511-520 



Serious Adverse Events Leading to Death. 

Pollack CV Jr et al. N Engl J Med 2015;373:511-520 



Study Overview 

• Intravenous idarucizumab, an antibody 
fragment of a human antibody specific for 
dabigatran, produced rapid reversal of the 
anticoagulant effect in patients with bleeding 
or an urgent surgical indication with no 
apparent toxic effects or rebound 
hypercoagulable state. 

• Idarucizumab completely reversed the 
anticoagulant effect of dabigatran within 
minutes. 
 



Take home points 

 

•Consider screening of persistent smokers 
with low dose chest CT 

 

•No benefit to performing testing other than 
that which is age appropriate for patients with 

unprovoked VTE 

•Idarucizumab for urgent reversal of 
dabigatran. 

 

•Anti IL5  therapy with mepolizumab for 
patients with uncontrolled asthma & 

eosinophilia, despite maximal therapy 
 
 



   
    QUESTIONS? 


