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Introduction Pemetrexed with cisplatin is the only UK licensed
treatment for malignant pleural mesothelioma (MPM) following
an RCT that demonstrated a survival advantage of 2–3 months
and response rate of 30–40% (Vogelzang, 2003). Radiological
markers of treatment response and prognostication have signifi-
cant limitations due to the morphology of the disease. Therefore,
serum or pleural fluid biomarkers that could act as an adjunct to
radiological assessment would be of significant value. The aim of
this systematic review was to collate and summarise the literature
relating to this topic.
Methods The PubMed and EMBASE databases were interrogated
using pre-defined search strings (with English language restric-
tions) up to 30 June 2016, with no early date limit applied. Two
independent researchers (DA and FH) read the abstracts and,
using the Quality in Prognostic Studies (QUIPS) tool, selected the
studies to be included in the final review.
Results From the 795 abstracts generated by the search strategy,
41 relevant studies were identified. Serum mesothelin was the
most studied biomarker with 20 studies assessing its role in prog-
nostication. A high serum mesothelin at baseline was thought to
be an independent marker of poor prognosis in epithelioid
MPM, however, recent studies suggest this is because levels

increase with tumour stage and bulk. Six studies assessed serial
serum mesothelin measurements during chemotherapy and all
showed that it can be a proxy for treatment response and prog-
nosis (see table). Pleural fluid mesothelin was not a useful prog-
nostic biomarker in the 4 relevant studies. Serum Osetopontin
(OPN) was the topic of 5 studies and appeared to offer prognos-
tic information at baseline even after adjustment for covariates.
Other serum or pleural fluid biomarkers such as fibulin-3, mega-
karyocyte-potentiating factor, hyaluronic acid and VEGF have
shown prognostic utility in individual papers but are yet to be
reproduced in large cohort studies.
Discussion The literature suggests that a falling serum mesothelin
following chemotherapy correlates with treatment response and
improved overall survival. This could be of significant value to
clinicians in deciding ongoing treatment, but a larger prospective
study is required before its inclusion in routine clinical practice.
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Abstract S92 Figure 1 Kaplan-meier survival curve according to disease type

Spoken sessions

A54 Thorax 2016;71(Suppl 3):A1–A288

 on M
ay 23, 2023 by guest. P

rotected by copyright.
http://thorax.bm

j.com
/

T
horax: first published as 10.1136/thoraxjnl-2016-209333.100 on 15 N

ovem
ber 2016. D

ow
nloaded from

 

http://thorax.bmj.com/


Introduction and objectives Malignant pleural effusion (MPE) is
a rapidly rising healthcare burden and critically hampers the
patients’ survival and quality of life. Current treatments aim to
symptoms’ palliation and talc pleurodesis remains a standard
therapeutic modality. There is relatively little high quality
research data in prediction of patients’ survival and successful
pleurodesis. Therefore prognostic and therapeutic biomarkers are
desperately needed.
Aim To identify and validate novel prognostic and therapeutic
biomarkers in MPE.
Methods Clinical data and pleural fluids from MPE patients,
prior to treatment have been prospectively collected for TIME2
trial. According to the trial database patients have been classified
in two different groups: survival cohort (poor, n = 20/good,
n = 14) and treatment outcome cohort (success, n = 15/failure,
n = 11). Pleural fluids on enrolment were assessed with mass
spectrometry profiling after depletion of the 12 most abundant
proteins. Full protein profile analysed with R software and ELISA
technique was performed for the validation of the results. Path-
way analysis on samples performed with Ingenuity Pathway Anal-
ysis software.
Results With the use of mass spectrometry we identified 1,154
proteins in the pleural fluid, 167 of which were statistical signifi-
cant (two tailed T-Test, p < 0.05) between survival groups and
97 of which were statistically significant (two tailed T-Test,
p < 0.05) between the pleurodesis groups. Analysis of the data
(cross validated by 3 independent core bioinformatic groups)
identified 10 survival and 3 pleurodesis biomarkers that were dif-
ferentially expressed in the favourable prognosis and treatment

success group respectively. Exploration of the mass spectrometry
data identified pathways that were upregulated on patients with
favourable survival that could be used for targeted therapies.
Conclusions Based on unique database survival and therapeutic
biomarkers were identified that can potentially stratify patients’
management. The results are currently validated on a different
retrospective dataset (TIME1 trial) and with a prospective clinical
trial (SIMPLE study).
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Introduction Small, asymptomatic pneumothoraces may be man-
aged as outpatients. Several studies show that small-bore catheters
and Heimlich valves may be used in the treatment of pneumo-
thoraces. A systematic review of the literature1 showed successful
outpatient management of pneumothorax. Despite good evidence
to support ambulatory approach, there has been slow develop-
ment of this service across the UK. We wished to assess the num-
ber of potential primary spontaneous pneumothorax patients that
could be managed as outpatients in a large teaching hospital.
Methods Hospital attendances of pneumothorax at a large teach-
ing hospital between 2012–2015 were reviewed. Type of

Abstract S93 Table 1 Studies assessing treatment response or survival using serial serum mesothelins during treatment
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