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[Case]

A 53 y/o female presented to chest OPD with productive cough for 2 months and hemoptysis in recent
2 weeks. She had history of type 2 diabetes for 5 years. The lab data upon presentation were as below:
WBC: 7900/cumm, Seg: 63.4%, CRP: 7.62 mg/dL. The renal function and liver function were normal.
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The Third International Consensus Definitions for
Sepsis and Septic Shock (Sepsis-3)

JAMA. 2016; 315(8): 801-810

Mervyn Singer, Clifford S. Deutschman, Christopher Warren Seymour, Manu Shankar-Hari, Djillali
Annane, Michael Bauer, Rinaldo Bellomo, Gordon R. Bernard, Jean-Daniel Chiche, Craig M.
Coopersmith, Richard S. Hotchkiss, Mitchell M. Levy, John C. Marshall, Greg S. Martin, Steven M. Opal,
Gordon D. Rubenfeld, Tom van der Poll, Jean-Louis Vincent, Derek C. Angus

Abstract

IMPORTANCE:

Definitions of sepsis and septic shock were last revised in 2001. Considerable advances have since
been made into the pathobiology (changes in organ function, morphology, cell biology, biochemistry,
immunology, and circulation), management, and epidemiology of sepsis, suggesting the need for
reexamination.

OBJECTIVE:

To evaluate and, as needed, update definitions for sepsis and septic shock.

PROCESS:

A task force (n=19) with expertise in sepsis pathobiology, clinical trials, and epidemiology was convened
by the Society of Critical Care Medicine and the European Society of Intensive Care Medicine.
Definitions and clinical criteria were generated through meetings, Delphi processes, analysis of electronic
health record databases, and voting, followed by circulation to international professional societies,
requesting peer review and endorsement (by 31 societies listed in the Acknowledgment).

KEY FINDINGS FROM EVIDENCE SYNTHESIS:

Limitations of previous definitions included an excessive focus on inflammation, the misleading model
that sepsis follows a continuum through severe sepsis to shock, and inadequate specificity and sensitivity
of the systemic inflammatory response syndrome (SIRS) criteria. Multiple definitions and terminologies
are currently in use for sepsis, septic shock, and organ dysfunction, leading to discrepancies in reported
incidence and observed mortality. The task force concluded the term severe sepsis was redundant.
RECOMMENDATIONS:

Sepsis should be defined as life-threatening organ dysfunction caused by a dysregulated host response
to infection. For clinical operationalization, organ dysfunction can be represented by an increase in
the Sequential [Sepsis-related] Organ Failure Assessment (SOFA) score of 2 points or more, which is
associated with an in-hospital mortality greater than 10%. Septic shock should be defined as a subset of
sepsis in which particularly profound circulatory, cellular, and metabolic abnormalities are associated with
a greater risk of mortality than with sepsis alone. Patients with septic shock can be clinically identified by
a vasopressor requirement to maintain a mean arterial pressure of 65 mmHg or greater and serum lactate

level greater than 2 mmol/L (>18 mg/dL) in the absence of hypovolemia. This combination is associated




with hospital mortality rates greater than 40%. In out-of-hospital, emergency department, or general
hospital ward settings, adult patients with suspected infection can be rapidly identified as being more
likely to have poor outcomes typical of sepsis if they have at least 2 of the following clinical criteria that
together constitute a new bedside clinical score termed quickSOFA (qSOFA): respiratory rate of 22/min or
greater, altered mentation, or systolic blood pressure of 100 mmHg or less.

CONCLUSIONS AND RELEVANCE:

These updated definitions and clinical criteria should replace previous definitions, offer greater
consistency for epidemiologic studies and clinical trials, and facilitate earlier recognition and more timely

management of patients with sepsis or at risk of developing sepsis.
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Atezolizumab versus docetaxel for patients with
previously treated non-small-cell lung cancer
(POPLAR): a multicentre, open-label, phase 2
randomised controlled trial

Lancet. 2016 Mar 9. pii: S0140-6736(16)00587-0. doi: 10.1016/S0140-6736(16)00587-0. [Epub ahead of
print]
Louis Fehrenbacher, Alexander Spira, Marcus Ballinger, Marcin Kowanetz, Johan Vansteenkiste, Julien
Mazieres, Keunchil Park, David Smith, Angel Artal-Cortes, Conrad Lewanski, Fadi Braiteh, Daniel
Waterkamp, Pei He, Wei Zou, Daniel S Chen, Jing Yi, Alan Sandler, Achim Rittmeyer, POPLAR Study
Group

Abstract

Background:

Outcomes are poor for patients with previously treated, advanced or metastatic non-small-cell lung cancer
(NSCLC). The anti-programmed death ligand 1 (PD-L1) antibody atezolizumab is clinically active against
cancer, including NSCLC, especially cancers expressing PD-L1 on tumour cells, tumour-infiltrating
immune cells, or both.We assessed efficacy and safety of atezolizumab versus docetaxel in previously
treated NSCLC, analysed by PD-L1 expression levels on tumour cells and tumour-infiltrating immune
cells and in the intention-to-treat population.

Methods:

In this open-label, phase 2 randomised controlled trial, patients with NSCLC who progressed on post-
platinum chemotherapy were recruited in 61 academic medical centres and community oncology practices
across 13 countries in Europe and North America. Key inclusion criteria were Eastern Cooperative
Oncology Group performance status 0 or 1, measurable disease by Response Evaluation Criteria In Solid
Tumors version 1.1 (RECIST vl1.1), and adequate haematological and end-organ function. Patients were
stratified by PD-L1 tumour-infiltrating immune cell status, histology, and previous lines of therapy, and
randomly assigned (1:1) by permuted block randomisation (with a block size of four) using an interactive
voice or web system to receive intravenous atezolizumab 1200 mg or docetaxel 75 mg/m” once every 3
weeks. Baseline PD-L1 expression was scored by immunohistochemistry in tumour cells (as percentage
of PD-L1-expressing tumour cells TC3>50%, TC2>5% and <50%, TC1>1% and <5%, and TC0<1%)
and tumour-infiltrating immune cells (as percentage of tumour area: IC3>10%, IC2>5% and <10%,
IC1>1% and <5%, and IC0<1%). The primary endpoint was overall survival in the intention-to-treat
population and PD-L1 subgroups at 173 deaths. Biomarkers were assessed in an exploratory analysis. We
assessed safety in all patients who received at least one dose of study drug. This study is registered with
ClinicalTrials.gov, number NCT01903993.
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Findings:

Patients were enrolled between Aug 5, 2013, and March 31, 2014. 144 patients were randomly allocated
to the atezolizumab group, and 143 to the docetaxel group. 142 patients received at least one dose of
atezolizumab and 135 received docetaxel. Overall survival in the intention-to-treat population was 12.6
months (95% CI 9.7-16.4) for atezolizumab versus 9.7 months (8.6-12.0) for docetaxel (hazard ratio
[HR] 0.73 [95% CI 0.53-0.99]; p=0.04). Increasing improvement in overall survival was associated
with increasing PD-L1 expression (TC3 or IC3 HR 0.49 [0.22-1.07; p=0.068], TC2/3 or 1C2/3 HR 0.54
[0.33-0.89; p=0.014], TC1/2/3 or IC1/2/3 HR 0.59 [0.40-0.85; p=0.005], TCO and ICO HR 1.04 [0.62-
1.75; p=0.871]). In our exploratory analysis, patients with pre-existing immunity, defined by high T-eff
ector-interferon-y-associated gene expression, had improved overall survival with atezolizumab. 11 (8%)
patients in the atezolizumab group discontinued because of adverse events versus 30 (22%) patients in the
docetaxel group. 16 (11%) patients in the atezolizumab group versus 52 (39%) patients in the docetaxel
group had treatment-related grade 3-4 adverse events, and one (<1%) patient in the atezolizumab group
versus three (2%) patients in the docetaxel group died from a treatment-related adverse event.
Interpretation:

Atezolizumab significantly improved survival compared with docetaxel in patients with previously treated
NSCLC. Improvement correlated with PD-L1 immunohistochemistry expression on tumour cells and
tumour-infiltrating immune cells, suggesting that PD-L1 expression is predictive for atezolizumab benefit.

Atezolizumab was well tolerated, with a safety profile distinct from chemotherapy.
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Incidence and prognosis of ventilator-associated
tracheobronchitis (TAVeM): a multicentre, prospective,
observational study

The Lancet Respiratory Medicine Volume 3, No. 11, p859-868, November 2015

Martin-Loeches I, Povoa P, Rodriguez A, Curcio D, Suarez D, Mira JP, Cordero ML, Lepecq R, Girault C,
Candeias C, Seguin P, Paulino C, Messika J, Castro AG, Valles J, Coelho L, Rabello L, Lisboa T, Collins D,
Torres A, Salluh J, Nseir S; TAVeM study.

Abstract

Background:

Ventilator-associated tracheobronchitis has been suggested as an intermediate process between
tracheobronchial colonisation and ventilator-associated pneumonia in patients receiving mechanical
ventilation. We aimed to establish the incidence and effect of ventilator-associated tracheobronchitis in a
large, international patient cohort.

Methods:

We did a multicentre, prospective, observational study in 114 intensive care units (ICU) in Spain, France,
Portugal, Brazil, Argentina, Ecuador, Bolivia, and Colombia over a preplanned time of 10 months. All
patients older than 18 years admitted to an ICU who received invasive mechanical ventilation for more
than 48 h were eligible. We prospectively obtained data for incidence of ventilator-associated lower
respiratory tract infections, defined as ventilator-associated tracheobronchitis or ventilator-associated
pneumonia. We grouped patients according to the presence or absence of such infections, and obtained
data for the effect of appropriate antibiotics on progression of tracheobronchitis to pneumonia. Patients
were followed up until death or discharge from hospital. To account for centre effects with a binary
outcome, we fitted a generalised estimating equation model with a logit link, exchangeable correlation
structure, and non-robust standard errors. This trial is registered with ClinicalTrials.gov, number
NCT01791530.

Findings:

Between Sept 1, 2013, and July 31, 2014, we obtained data for 2960 eligible patients, of whom 689 (23%)
developed ventilator-associated lower respiratory tract infections. The incidence of ventilator-associated
tracheobronchitis and that of ventilator-associated pneumonia at baseline were similar (320 [11%; 10.2
of 1000 mechanically ventilated days] vs 369 [12%; 8.8 of 1000 mechanically ventilated days], p=0.48).
Of the 320 patients with tracheobronchitis, 250 received appropriate antibiotic treatment and 70 received
inappropriate antibiotics. 39 patients with tracheobronchitis progressed to pneumonia; however, the use
of appropriate antibiotic therapy for tracheobronchitis was associated with significantly lower progression
to pneumonia than was inappropriate treatment (19 [8%] of 250 vs 20 [29%] of 70, p<0.0001; crude odds
ratio 0.21 [95% CI 0.11-0.41]). Significantly more patients with ventilator-associated pneumonia died (146
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[40%] of 369) than those with tracheobronchitis (93 [29%] of 320) or absence of ventilator-associated
lower respiratory tract infections (673 [30%] of 2271, p<0.0001). Median time to discharge from the ICU
for survivors was significantly longer in the tracheobronchitis (21 days [IQR 15-34]) and pneumonia (22
[13-36]) groups than in the group with no ventilator-associated lower respiratory tract infections (12 [8-20];
hazard ratio 1.65 [95% CI 1.38-1.97], p<0.0001).

Interpretation:

This large database study emphasises that ventilator-associated tracheobronchitis is a major health
problem worldwide, associated with high resources consumption in all countries. Our findings also
show improved outcomes with use of appropriate antibiotic treatment for both ventilator-associated
tracheobronchitis and ventilator-associated pneumonia, underlining the importance of treating both
infections, since inappropriate treatment of tracheobronchitis was associated with a higher risk of

progression to pneumonia.
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1. A 53 y/o female presented to chest OPD with productive cough for 2 months and hemoptysis in recent
2 weeks. She had history of type 2 diabetes for 5 years. The lab data upon presentation were as below:
WBC: 7900/cumm, Seg: 63.4%, CRP: 7.62 mg/dL. The renal function and liver function were normal.
R Ry fa ?

(A) Lung cancer

(B) Pulmonary tuberculosis
(C) Pulmonary aspergillosis
(D) Pulmonary actinomycosis

(E) Lymphoma
EEE (T 15 )

2. NHIAIEARZE qSOFA HyfRft: 2
(A) respiratory rate > 22/min
(B) alteration in mental status
(C) systolic blood pressure < 100mmHg
(D) serum lactate > 18 mg/dl

3. DA RO el Ryl 2
(A) Sepsis AFRRF G A e E JBE
(B) ®]LLH] SOFA score > 2 ¥ 2754 organ dysfunction
(C) Septic shock {FF57H % F BRI DA4EFF BA RS 65 mmHg H. serum lactate > 2 mmol/L
(D) Sepsis s2ET 7R 2 17AE SIRS ALHE |

4. NEIESTASZ Y anti-PD-L1 4G ?
(A) Nivolumab
(B) Pembrolizumab
(C) Atezolizumab
(D) Ipilimumab
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5. 1£ POPLAR z{Bgh » NHIURE AREC ( DL Az 8oy Wi 4H ) - S THOHI 68 A atezolizumab FH #f 2
docetaxel > {EEEFG(F/EIHA LS 2
(A) PD-L1
(B) PD-L2
(C) PD-1
(D) Smoking pack-year

6. AT (MPU R HHER M R E SCRE RIS AEMITARR ) 585 T FIURLE 5 2R DUk D0 25 A5 BE 4
Hifi SR YR 2
(A) B T MR s AR R 1 SR B SR E SR EE A DAV AR R
(B) 2 Rk as tHRE MERf SRS A PTAER
(C) MUk SHAHRBAME RE SR E RAIERIE RS A DERPIAER
(D) (i PR 2R 8 A Db R TR P (5 A U A 2B D PR 2 AR B PR A SR Y 882

7. IR AHTFE (WP s MR M SRS SORE REVERAERITRIZ ) AUGESR AT LLSES 2
(A) NEmARARERPIER » AR HER TN R FE = HAHE
(B) BN ARSI s THBR MRS SORE % - BIEERE A T IEREAY 2R 2R A Sk D IFIR 25 A R
PR SR Y2842
(C) MR SRR SRS SR SR BT SR A A (8 A T IERERV P AE R ESE LSRG AR M
(D) M g AH B 1A SRV SRV SR Bl SR8 AL (o T IR0 2 2R L (6 Do o B i o K
b gt FIEIETE R
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Figure 1
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[Case]

A 74 year-old woman received esophagectomy and gastric tube reconstruction on 2012/3/28 due to
primary esophageal melanoma. This time, she had suffered from fever for one week, and was admitted
under the diasnosis pneumonia. One day later, she was intubated and coffee ground substance was

suctioned from endotracheal tube.

[Question]

Ry E Ry fm 7

(A) aspiration pneumonia

(B) esophageal tumor with lung metastasis

(C) bronchoesophageal fistula with lung abscess
(D) hiatal hernia
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Figure 2: We instill contrast via NG tube and the contrast

filled the esophagus and lung simultaneously.

NG

Lung abscess esophagus

Figure 3: Chest CT: bronchoesophageal fistula with

lung abscess formation.
[Answer]

(C) bronchoesophageal fistula with lung abscess

23




2

2. #3% The Rotterdam ( FEFFFT ) Study ZBFE » 7518 M BRI 293 A EL3% A7 18 14 0 2 M o
NG I o R R R
(A) B
(B) i
(©) bl
(D) Bl 1859k
B (O)

3. #i#% The Rotterdam ( EEFF/T ) Study ZBH5T - 1@ VEFHFEMERTR T E(E (COPD with AE) 31
2 /D o L R 2
(A) 2.66 f
(B) 4.66 1
(C) 6.66 f
(D) 8.66 1
EE (O

4. AT SR A R FE R B A T SR IR B e 2 R R 2 26 2
(A) £J10-20 {&
(B) 92 f
(C) 9515
(D) HH[E

EHE(A)

5. FRIBASIRMITFE (8 Al RAE By EE RS AT S5 LR Ew ) - YR 2 A R4 2
(A) FESREMEE B EEELCREL > S FEEREA 17%
(B) 75.8% YT A AL 3% R Sak
(C) BRI RAVEER & R = AR » W58 R - HE 1 T Hia ] B HISEd e i e
(D) ABEHsacEhiti S5 3 BB AR % R 5 2 23.8%
&% (D)

6. Acetazolamide 7] DUSRGAYAE RS > NI BIE ?
(A) BRI bk
(B) S iR
(©) Bt E
(D) Jsk/b i PH {E

==4(9)
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7. TRk 25 5 U i 8269 COPD i A {E H Acetazolamide €A T 781k » [ FH 2N IE
Ty 2
(A) PRI BRI EEE (ST DEEER)
(B) Jak/DIpR g5 I ( REFGET FEEER)
(©) B/t Ehs P R (ERSET R ER)
(D) BN — S bhk TR (REFISE FEEEE)
%% (D)
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