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[Case]

A 25 y/o young lady presented to the Emergency Department with dyspnea. Her chest radiography
presented as figure.
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Chronic Bronchitis is Associated with Worse
Symptoms and Quality of Life than Chronic Airflow
Obstruction

Chest. 2015 Mar 5. doi: 10.1378/chest.14-2240. [Epub ahead of print]
Meek P, Petersen H, Washko GR, Diaz AA, Kim V, Sood A, Tesfaigzi Y.

Abstract

BACKGROUND:

Chronic obstructive pulmonary disease (COPD) includes the chronic bronchitis (CB) and emphysema
phenotypes. While it is generally assumed that emphysema or chronic airway obstruction (CAO) is
associated with worse quality of life than CB, this assumption has not been tested.

METHODS:

The present study, analyses from the Lovelace Smokers' Cohort (LSC) were validated in the COPDGene
Cohort. CB without CAO (CB only) was defined by self-reported cough productive of phlegm for at least
3 months/year for 2 consecutive years and postbronchodilator FEV1/FVC>70%. CAO without CB (CAO
only) was defined by a postbronchodilator FEV1/FVC<70% with no evidence of CB. Quality of life
outcomes were obtained from the SGRQ and SF-36 questionnaires. A Priori Covariates included age, sex,
pack-years of smoking, current smoking, and FEV1.

RESULTS:

Smokers with CB without CAO (LSC n=341; COPDGene=523) were younger, had a greater BMI, and
less smoking exposure than those with CAO only (LSC n=302; COPDGene=2208). Compared to the
latter group, quality of life scores were worse for those with CB only. Despite similar SGRQ Activity and
SF-36 Role physical and physical functioning, SGRQ Symptoms and Impact scores and SF-36 Emotional
and Social measures were worse in the CB only group, in both cohorts. After adjustment for covariates,
CB only group remained a significant predictor for 'worse' symptoms, and emotional and social measures.
CONCLUSIONS:

This analysis is the first study to suggest that among subjects with COPD those with CB only present

worse quality of life, symptoms and mental well-being than those with CAO only.
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Activity and safety of nivolumab, an anti-PD-1 immune
checkpoint inhibitor, for patients with advanced,
refractory squamous non-small-cell lung cancer
(CheckMate 063): a phase 2, single-arm trial

THE LANCET Oncology 2015; 16(3): 257-265.

Naiyer A Rizvi, Julien Mazieres, David Planchard, Thomas E Stinchcombe, Grace K Dy, Scott J Antonia,
Leora Horn, Herve Lena, Elisa Minenza, Bertrand Mennecier, Gregory A Otterson, Luis T Campos, David
R Gandara, Benjamin P Levy, Suresh G Nair, Gerard Zalcman, Jurgen Wolf, Pierre-Jean Souquet, Editta
Baldini, Federico Cappuzzo, Christos Chouaid, Afshin Dowlati, Rachel Sanborn, Ariel Lopez-Chavez,
Christian Grohe, Rudolf M Huber, Christopher T Harbison, Christine Baudelet, Brian J Lestini, Suresh S

Ramalingam

Summary

Background: Patients with squamous non-small-cell lung cancer that is refractory to multiple treatments
have poor outcomes. We assessed the activity of nivolumab, a fully human IgG4 PD-1 immune checkpoint
inhibitor antibody, for patients with advanced, refractory, squamous non-small-cell lung cancer.

Methods: We did this phase 2, single-arm trial at 27 sites (academic, hospital, and private cancer centres)
in France, Germany, Italy, and USA. Patients who had received two or more previous treatments received
intravenous nivolumab (3 mg/kg) every 2 weeks until progression or unacceptable toxic effects. The
primary endpoint was the proportion of patients with a confirmed objective response as assessed by an
independent radiology review committee. We included all treated patients in the analyses. This study is
registered with ClinicalTrials.gov, number NCT01721759.

Findings: Between Nov 16, 2012, and July 22, 2013, we enrolled and treated 117 patients. 17 (14.5%,
95% CI 8.7-22.2) of 117 patients had an objective response as assessed by an independent radiology
review committee. Median time to response was 3.3 months (IQR 2.2-4.8), and median duration of
response was not reached (95% CI 8.31-not applicable); 13 (77%) of 17 of responses were ongoing at the
time of analysis. 30 (26%) of 117 patients had stable disease (median duration 6.0 months, 95% CI 4.7-
10.9). 20 (17%) of 117 patients reported grade 3-4 treatment-related adverse events, including: fatigue (five
[4%] of 117 patients), pneumonitis (four [3%]), and diarrhea (three [3%]). There were two treatment-
associated deaths caused by pneumonia and ischaemic stroke that occurred in patients with multiple
comorbidities in the setting of progressive disease.

Interpretation: Nivolumab has clinically meaningful activity and a manageable safety profile in
previously treated patients with advanced, refractory, squamous non-small cell lung cancer. These data
support the assessment of nivolumab in randomised, controlled, phase 3 studies of first-line and second-

line treatment.
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First-line crizotinib versus chemotherapy in ALK-
positive lung cancer

N Engl J Med 2014 Dec 4; 371(23): 2167-77. doi: 10.1056/NEJMoa1408440.
Benjamin J. Solomon, M.B., B.S., Ph.D.; et al. for the PROFILE 1014 Investigators

BACKGROUND:

The efficacy of the ALK inhibitor crizotinib as compared with standard chemotherapy as first-line
treatment for advanced ALK-positive non-small-cell lung cancer (NSCLC) is unknown.

METHODS:

We conducted an open-label, phase 3 trial comparing crizotinib with chemotherapy in 343 patients with
advanced ALK-positive nonsquamous NSCLC who had received no previous systemic treatment for
advanced disease. Patients were randomly assigned to receive oral crizotinib at a dose of 250 mg twice
daily or to receive intravenous chemotherapy (pemetrexed, 500 mg per square meter of body-surface area,
plus either cisplatin, 75 mg per square meter, or carboplatin, target area under the curve of 5 to 6 mg per
milliliter per minute) every 3 weeks for up to six cycles. Crossover to crizotinib treatment after disease
progression was permitted for patients receiving chemotherapy. The primary end point was progression-
free survival as assessed by independent radiologic review.

RESULTS:

Progression-free survival was significantly longer with crizotinib than with chemotherapy (median,
10.9 months vs. 7.0 months; hazard ratio for progression or death with crizotinib, 0.45; 95% confidence
interval [CI], 0.35 to 0.60; P<0.001). Objective response rates were 74% and 45%, respectively (P<0.001).
Median overall survival was not reached in either group (hazard ratio for death with crizotinib, 0.82;
95% CI, 0.54 to 1.26; P=0.36); the probability of 1-year survival was 84% with crizotinib and 79%
with chemotherapy. The most common adverse events with crizotinib were vision disorders, diarrhea,
nausea, and edema, and the most common events with chemotherapy were nausea, fatigue, vomiting, and
decreased appetite. As compared with chemotherapy, crizotinibwas associated with greater reduction in
lung cancer symptoms and greater improvement in quality of life.

CONCLUSIONS:

Crizotinib was superior to standard first-line pemetrexed-plus-platinum chemotherapy in patients with
previously untreated advanced ALK-positive NSCLC. (Funded by Pfizer; PROFILE 1014 ClinicalTrials.
gov number, NCT01154140.).

39

[




BEEHE

o AERElLEIEH 104547 A 31 H

o BEMIEEBUREZESO LI E(F 1105 B2~ FE 1557 ) G THEERS
AZE3 5y EIRK 6 ERAGHEHE 60 57

s HEAg RERESUEL  IERBEEGHY  ERGEMIEEEEIEREETRaFES -
(IEMER LR SR T HIEER ) -

FOREEESEREZI © (A<RE 10 73 )( 552 R page 30)

1. A 25 y/o young lady presented to the Emergency Department with dyspnea. Her chest radiography
presented as figure.
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