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Abstract:

lalignant pleural

esothelioma (MPM) is an aggressive malignancy with a S-year survival

rate of ~10%. Since most patients present with irresectable disease, the vast majority is treated with
chemotherapy. The only registered therapy for MPM s platinum-pemetrexed doublet therapy, although
only up to half of patients have clinical benefit from this palliative treatment. OF the anti-angiogenesis
agents, only bevacizumab and nintedanib have shown activity with platinum-pemetrexed doublet therapy
Other anti-angiogenesis agents like thalidomide did not prolong (progression free) survival or response rate.
Eventually, al patients will get a recurrence and no active second line therapy has been identified to date.

The clinical benefit of (s

of different chemotherapies with angiogenesis inhibitors are currently under investigation

hall

finding optimal

h) maintenance therapy afer first line treatment and combination strategies
The major

to select the adequate treatment for an individual

patient. This review focusses on the current standard of chemotherapy and new systemic therapy strategies

under investigatio
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Introduction

hemotherapy is the mainstay of treatment of m

alignant

pleural mesothelioma (MPM). The European Socicty
gy (ESMO) guidelines, the National
Con sive Cancer Network (NCCN I

hecp://dx.doi.org/10.21037/tler.2018.04.10
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Treat it or Leave it: Immuno-Oncology in
Mesothelioma Observed by the Eyes of Argus

Cornedine J. de Gooijer, MD, Paul Baas, MD, PhD'

Despite the fact that there is stll no registered second
line treatment in patients with malignant pleural meso
thelioma (MPM), several drugs have been tested in this
patient group in a single-arm phase II setting, A vatiety
of results have been published, but most of these studies
sallred rom th oty i pmal g
of patients and/or a highly selected g
e phase 1l ity et POl
Teported Whih Inchuded 243 refrekedpaGeneE s
improved progression-free survival (PFS) was sce
h pemetrexed arm (36 versus 1.5-months,
P = 0.0148) compared to-best supportve care (8SC
. however, did. not translate in & median overall
survival (mOS) beefit (8.4 versus 9.7 months i the BSC
arm, p-= 0.7434)” Far the use of immunatherapy; orié
targe phase 11b study-compared placeho 1
inhibitor and reported a disease control Fate {DCR) of
1£6% at 6 months; a BFS of 27 months 4 a overal
survival (05) of 7.3 months i the-placebo armn Fhese
a can thereforo be

Only one
beer

it a €

sed-ds the Hatural Hstory of pas

to improve clinical benefit in phase Tl studics. Thi is untreated inseaand- or thirling
clated to the fact that MPM is mostly drivén by lossiof e bt
tumor suppression genes like CDKN2A, NE2 and BAP & oebrollg

treatment in MPM (
tained in singl

with or without ip

Currently, the additional value of ipilimun
mab in MPM i stilfnot clear. Scherpereel et al. initiated a

randomized phase 11 study of nivolur

However, this study was not powered to-detect a difer-
ing it difficalt (@ make

ence between the two arms,

LTI
urm phase I studies with pembroliz
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Switch-maintenance gemcitabine after first

chemotherapy in patients with malignant r
(NVALT19): an investigator-initiated, randc
open-label, phase 2 trial

Immunotherapy in Malignant Pleural
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More Stars Needed in the Constella

Tumour Treating Fields
for mesothelioma

We read with great interest the paper
by Giovanni Ceresoli and colleagues
on the STELLAR study, a single-arm
phase 2 study investigating Tomour
Treating Fields (TTFields) in addition
to standard first-ine chemotherapy
(platinum-pemetrexed) in malignant
plevral mesothelioma. This new and
innovative approach in malignant

plevral mesothelioma has received
US Food and Drug Administration
approval under the Humanitarian
Device Exemption pathway. However,

in our opinion a few points require
consideration before implementation
of this strategy into daily practice
STELLAR was designed to detect
an increase of 55 months in median
overall survival (primary endpoint)
t0 17:6 months compared with a
historical control—the landmark study
published in 2003 by Vogelzang and
colleagues,’ which reported a median

and thrombocyte counts were not
reported in STELLAR. This discrepancy
underlines the need for randomised
studies to equally distribute potential
confounders,

Progression free survival was
7.6 months in the STELLAR trial and
the proportion of patients with a
response was 40%; these are also
comparable with the control groups
in the MAPS and LUME-meso trals,
Remarkably, the authors simply
state that “absence of independent
radiological review limits the inter
pretation of these data”
The lack of difference with contem
limited

porary studies and the

interpretability of -response and
progression-free survival (which would

have been more appropriate primary

endpoints in a single-arm phase 2
study) make it hard to appraise the
data of the STELCAR. We think it i
to0 early ta implement FTFields in
daily practice for- malignant-plevral
mesothelioma-and wholehaarfedly
encourage - randomised.  studie
o avoid- discusgions Jabout -data
intarpretatian.
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Immune monitoring in mesothelioma patients identifies novel ir}
modulatory functions of gemcitabine associating with clinical re:

, Cornedine J. De Gooijer ', Mandy van Gulijk’, Melanie Lukkd

Larissa Klaase", Lysanne A. Lievense', Cynthia Waasdorp’, Merel Jebbink’, Gerben
Jos A, Stigt', Bonne Biesma, Margaretha E.H. Kaijen-Lambers’, Joanne Mankor”,
Heleen Vroman', Robin Cornelissen’, Paul Baas ', Vincent Van der Noort', Jacobus A}
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Background: Gemcitabine is a frequently used chemotherapeutic aget
understood. Recently, the randomized NVALT19-tr
otherapy significantly prolonged progressiol
care (BSC) in malignant mesothelioma. Whether these eff
lating immune cell subsets is currently unknown. These analyses coul
into the effects of gemcitabine on the host and guide developmenty

stained peripheral blood mononuclear cels (PBMCS)
MDSCs) at baseline and 3 weeks following start of gemcitabine or
s included in the NVALT19-trial. In total, 24 paired samj
were included. We performed
3 cokine expresion s tchd s pramets

emcitabine treatment was signific
y cel prolieration whereas the

MDSCs) requencies were lower

Mesothelioma
Cornedine J. de Gooijer ", Frank J. Borm ", Amaud Scherpereel” and Paul Baas™
h
The only registered systemic: treatment for malignant pleural mesothelioma (MPM
is platinum based chemotherapy combined with pemetrexed, with or withoy
bevacizumab. Immunotherapy did seem active in small phase Il trials. In this review
we wil highlight the most important immunotherapy-based research performed ant
put a focus on the future of MPM. PD-(L)1 inhibitors show response rates betweef
10 and 29% in phase I trials, with a wide range in progression free (PFS) and overal
survival (OS). However, single agent pembrolizumab was not superior to chemot
(gemcitabine or vinorelbine) in the recent published PROMISE-Meso tril in pre:
patients. In small studies with CTLA-4 inhibitors there is evidence for response in s
Eameany,  Palients, but it fais to show a better PFS and OS compared to best supportive
omized stu lination of PD-(L)1 inhibitor with CTLA-4 inhibitor seem to hav
bosincls locking) latin-per ) e ar lising. Ar r s
t ! thera ] )
Correspondence
Research paper
Prognostic value of CYFRA 21.1 in malignant mesotheliol
phase II trial NVALT19
Gromo st Novelos, o
Notadai s pemeressdcptn
B To the Editor:
et eyl s Reliable prognostic and predictive markers can be an important  Floris Dammeijer™'-
Gaafar R, N\\W\AAK etal, support when choosing the optimal therapeutic path in an ominous
RiS disease like malignant mesothelioma. The cytokeratin 19 fragment
m ‘mmd < (CYFRA 21-1) is one of the tumour markers for malignant mesothelioma
om0 i o with a prognostic impact. Earlier we noted that CYFRA 21-1 levels above .
e s R the upper limit of normal (ULN, 1.9 g per litre (yg/1)) were correlated | J03CHIm G. Aerts
with worse survival || . We aimed to confirm the prognostic value of
FRA 21-1 in the series of NVALTL9 patients. Recently, we reporteda  /parinent o fi L il A
substantial progresson free survival PFS) beneft of switch mainte. a,,f:x',',::;",:;,m,m';'; sty e i
nance gemcitabine therapy compared to best supportive care (median *Department of Pumonary Medicine.froen osch Hospicl Den Bsch, he Ntherans
S 6.2 months vs. 3.2 months respectively; hazard ratio [HR] 0-48; p — ether
@ @ 0.6902) in this Dutch randomized NVALT19 trial in 130 mesothelioma
8 & patients. However, the doubling time of the PFS did not translate into a
s 3 3 befier overall survival for the patients in the active treatment arm ARTICLE INFO ABSTRACT
B As some studies in non-small cell lung and pancreatic cancer have =
8 3 T ol to  prodicive effct of CYFRA 211 for response to chemo. | A Beckgrond:
z Q5 3 ey ), we also analysed retrospectively whether CYFRA 21-1  Revised 20 November 2020 e
g S 2 3 might have any predictive value for the effect of gemcitabine in malig-  Acepicd 20 November 2020 el
Ly g E il eotheliomn, Avalbie oline 27 January 2021
¥ 335 g rospectively collected baseline CYFRA 21-1 samples were available -
L3-S infl18 patients of the NVALT19 trial. We confirmed the prognostic value  yaignant mesothelioma mesothelioma.
© 8 = MYFRA 21.1. Baseline serum levels below 1.9 g/l predicted a better Lymphocytes Methods: We
50 8 & verallsurvival than igher levels (19.1 months v. 12.3 months; HR for | Myeekt-derved spprso s (u0sc
§ T ® death 228 (95% Ci: 111-3.66; ce -+ |A). The progresion free sur. ==
= § 2 vival benefit of maintenance gemcitabine was seen both in patients with
o
8 2 8 CYFRA 211 above and below 1.9 g/l (s B). Patients with a
4 § § CrPRAZLIbesinevahie <19/l tnded tohaveasurvival beneco
i stenance gemcitabis ontrast to patients with baseline CYFRA
o E above 1.9 /1. Although subgroups were small, our current data
i g ested that only the up with a low baseline CYFRA 21.1 might
g 5 )
§ H ] he results of the current analysis of CYFRA 2: in malignant me
2 2 he el of TRA 211 in malignan
2 clioma highlighsits prognostic and potentially predictive value in
g B2 e Whether CYFRA 211 levelscan e used t sl
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dicine, Erasmus MC Rotterdam, Rorterd erlands; *Erasmus MC Cancer Institute, Erasmu
herlands; *Clinical Oncology, Marche Polytechnic University, AOU Ospedali Riuniti Ancona, Ancon;

\erts. Erasmus MC, Dr. Molewaterplein 40, 3015 GD Rotierdam, The

Background: Randomized phase Il trials are on estigate the efficacy of nivolumal in malignant
pleural mesothelioma (MPM), but real-world data are sill saree. Tn this real-world study

the clinical outcomes of nivolumab treatment in pre-treated MPM patients.

Methods: Data from 107 nivolumab treated MPM patients within the Dutch expanded access program
were retrospectively analyzed. Treatment was independent of programmed death ligand 1 (PD-L1)
expression on tumor samples. Univariable and multivariable analyses were performed to evaluate the
relationship between clinically important factors, baseline peripheral blood parameters and su

Tandmark method was used to compare the outcome of patients according to their radiological response.
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