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Summary

Perspectives in Lung Cancer is an educational
meeting in the field of Respiratory Oncology.
It had its celebration 10th edition in Brussels
on March 6-7, 2009. The aim of this congress
is to provide a concise overview of the new

Session I: Diagnosis and staging

The 7 edition of TNM classification of non-small
cell lung cancer (NSCLC) was presented. This new
NSCLC classification, based on survival data of
67,725 patients (1990-2000), is more accurate to
predict outcome of different patient groups based
on stage. Changes were made in the Tumor (T) and
Metastasis (M) descriptors, while there are no chan-
ges in the N descriptors.! An overview is provided
in Figure 1.

Stage is one of the major determinants of outcome
in NSCLC. Optimal staging depends on the accu-
racy and availability of different non-invasive and
invasive techniques. In addition to computed tomo-
graphy (CT) scan of the chest including the upper
abdomen, performing positron emission tomogra-
phy with F-fluoro-deoxy-glucose (FDG-PET) in
the initial staging provides additional information
especially on mediastinal and extrathoracic lesions.
Esophageal (EUS) or endobronchial ultrasound
(EBUS) guided aspiration nowadays permits map-
ping of mediastinal lymph node spread.? Patients
with clinical IB-IIIB lung cancer with mediastinal
node enlargement (discrete or extensive) and intent
of curative treatment should undergo PET scan. In
patients with peripheral stage I tumors, negative
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data of the last year. This edition was attend-
ed by approximately 750 participants. More
information on the presentations given at the
meeting is available at www.perspectivesin-
lungcancer.com.

(BJMO 2009; Vol 3;3:129-132)

mediastinal findings of PET allow to omit invasive
confirmation of the lymph node status before sur-
gery. PET is also used in reassessment after induc-
tion treatment in IIIA-N2 NSCLC and provides
information on both lymph node downstaging as
well as primary tumor response.

With all these excellent staging tools at hand, there
is growing evidence to adapt staging sequences to
performance of CT, PET and E(B)US at baseline,
and using a first mediastinoscopy and a PET-CT
scan for restaging after induction treatment.?

In recent years, fine needle aspiration (FNA) cyto-
logy also became more important in the diagnosis of
malignancy. These techniques often result in small
samples, which is a challenge in an era where there
is an increasing importance of biomarkers such as
tumor histology subtype and others for treatment
choices.

Session II: Surgery

Use of low dose CT scans for lung cancer screen-
ing led to an important increase in the number
of detected lung nodules. It was reported that
an approach of these nodules with video-assisted
thoracic surgery (VATS) was as accurate but less
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Table 1. Descriptors, proposed T and M categories, and proposed stage groupings for the 7 TNM edition’

Sixth Edition Proposed

T/M Descriptor M NO
T1(=2cm) Tla 1A
T1(>2-3cm) T1b 1A
T2(=5cm) T2a B
T2 (>5-7 cm) T2b 1A
T2(>7cm) T3 11B
T3 invasion 1B
T4 (same lobe nodules) 1B
T4 (extension) T4 A
M1 (ipsilateral lung) 1A
T4 (pleural effusion) M1a 1\
M1 (contralateral lung) \Y,
M1 (distant) M1b WY,

N1 N2 N3
A A 1B
A A 1B
1A A 1B
1B A 1B
A A 1B
A A 1B
1A A 1B
A 1B 1B
A 1B 1B
\% \% \Y

\Y% \Y% \Y

v \% \Y

Cells in bold indicate a change from the sixth edition for a particular TNM category.

debilitating than muscle sparing thoracotomy.
Randomised studies will address the critical issue
if low dose CT screening indeed reduces lung can-
cer related mortality.*

Surgery is the treatment option of choice in stages
I-II, and adjuvant chemotherapy became standard
treatment for stage II and probably for some pa-
tients with stage IB, with an expected 5-year sur-
vival benefit of about 5%. To improve this benefit,
ongoing research focuses on better selection of pa-
tients who will benefit from adjuvant chemothe-
rapy, and on better predictive factors to chose one
therapy or another. Evidence is growing supporting
the fact that gene signatures may predict survival.
Different studies with customized adjuvant che-
motherapy are launched, with several biomarkers
of interest, such as BRCA-1, ERCC1, and others.
In stage IIIA, single modality treatment with sur-
gery or radiotherapy is not optimal. Treatment
should be a multidisciplinary combination of sys-
temic (mainly chemotherapy) and local (surgery
or radiotherapy) treatment. The best prognosis af-
ter resection is seen in patients with mediastinal
downstaging after induction chemotherapy and
who can be offered a complete resection by per-
forming a lobectomy.” If stage IIIA is due to unex-
pected N2 disease, adjuvant chemotherapy should
be given, while the role of adjuvant radiotherapy
remains unclear.

In selected T4 patients without mediastinal lymph
node involvement, induction chemoradiotherapy
followed by surgery can be rewarding if a complete
resection can be obtained.
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Session lll: Radiotherapy

Concurrent chemoradiotherapy is the preferred ap-
proach in case of unresectable stage IIIl NSCLC, but
one should realise that quite some patients are not
fit enough to receive this treatment modality.® The
benefit of adding induction versus consolidation che-
motherapy to the concurrent treatment is unproven
and further studied, as is the role of maintenance
chemotherapy after chemoradiotherapy. The effect of
increasing the radiation dose to improve survival is
evaluated, as the evolution to more precise radiation
techniques permits to deliver higher total doses wit-
hout unacceptable toxicity.

In medically inoperable patients with stage I disease,
stereotactic radiotherapy could be a better alternative
than standard radiotherapy.

Session IV: Pulmonary neuro-endocrine lung
tumors (NET)

The pathological spectrum of neuro-endocrine lung
tumors varies from typical carcinoids to small cell
lung cancer (SCLC). The intermediate entities of aty-
pical carcinoids and large cell neuro-endocrine car-
cinomas often make the pathologic diagnosis chal-
lenging. Correct classification, based on morphology
and immunohistochemistry is important however, as
survival is clearly related to the type of NET”
Patients with a bronchial carcinoid tumor should be
offered surgery whenever possible. In case of inope-
rability or distant metastasis, data on therapeutic
options are limited, and these include biotherapy
or chemotherapy. The results of therapy with radi-
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olabelled somatostatin analogues in patients with a
positive octreotide scan are promising,.

For true SCLC, chemotherapy based on platinum
and etoposide remains the preferred first line op-
tion. The evidence in favour of clinical benefit of
second line chemotherapy in patients with relap-
sed SCLC remains limited. In case of relapse three
or more months after having completed first line
treatment, patients may benefit from re-treatment
with the same regimen. Oral or intravenous topo-
tecan is another valid second-line option, superior
to best supportive care in overall survival (25.9 vs.
13.9 weeks, HR 0.64, 95%CI 0.45-0.90) and in
symptom control.® Trials evaluating the role of am-
rubicin (a new anthracycline compound) and targe-
ted therapies are ongoing.

Session V: Supportive care

Pleural effusions causing ‘wet’ stage T4 are asso-
ciated with a worse prognosis than other T4 lung
tumors. In fit patients, thoracoscopic talc poudrage
remains the preferred approach to obtain durable re-
lief of symptoms. The effect of cytokines to influen-
ce pleural effusion formation is under investigation.
Bone metastasis is another frequent problem in pa-
tients with lung cancer. The administration of zo-
ledronic acid significantly reduces the incidence of
skeletal related events.” Evidence for an additional
positive effect of this treatment on disease recurren-
ce and survival is growing, based on data of three
studies performed in breast cancer patients.
Chemotherapy-induced anaemia can effectively be
treated with erythropoietic substitution agents re-
sulting in decrease of red blood cell transfusions
and improvement of quality of life. It became clear
that treatment of aneamic patients not receiving
chemotherapy or targeting high haemoglobin levels
to prevent anaemia may result in worse outcome.
Therefore, it is important to treat patients based on
existing guidelines; when doing so, there is no evi-
dence for negative impact on survival."’
Interventional bronchoscopy with laser therapy and
stent placement is mostly associated with bulky di-
sease for symptom control. It also gained attention,
e.g. with autofluorescence bronchoscopy, in the ra-
dical treatment of early lung cancer lesions in cen-
tral airways.

Session VI: Advanced NSCLC

Alarge phase I trial recently showed that treatment

BELGIAN JOURNAL OF MEDICAL

ONCOLOGY

of advanced NSCLC with cisplatin-pemetrexed re-
sulted in non-inferior overall survival compared to
cisplatin-gemcitabine. Moreover, there was a statis-
tically significant better overall survival for patients
with adenocarcinoma or large cell carcinoma when
treated with cisplatin-pemetrexed." The reverse was
true for patients with squamous cell carcinoma. A
major advantage of pemetrexed is its mild toxicity
profile for a chemotherapeutic agent.

In a selected group of patients (non-squamous
histology, no major cardiovascular problems, no
haemoptysis), addition of bevacizumab (an anti
vascular endothelial growth factor antibody) to cis-
platin-gemcitabine provided modest benefit in pro-
gression-free survival, without difference in overall
survival.'?

The other recent advance is cetuximab, a mono-
clonal antibody against the epidermal growth factor
receptor (EGFR). In the large phase III FLEX study,
the combination of cetuximab and cisplatin-vinorel-
bine resulted in significantly better overall survival
compared to chemotherapy alone in patients with
EGFR expressing advanced NSCLC. This benefit

was independent of histology."

Session VII: Biomarkers

Gender, histology, smoking history and ethnicity
are known clinical predictive factors for response to
EGER tyrosine kinase inhibitors (TKIs). EGFR acti-
vating mutations and EGFR high gene copy number
or amplification as assessed by fluorescence in situ
hybridisation are the biomarkers of interest. Ongoing
research is elucidating the prognostic and predictive

value of these biomarkers, and how they may guide
optimal treatment for NSCLC with EGFR-TKIs.

Session VIII: Mesothelioma

Patients with advanced mesothelioma should receive
a combination of platinum and pemetrexed, which
can also be considered in case of sensitive relapse (i.e.
at least 3 months after the end of 1 line therapy).
Palliative radiotherapy has its indication in pain relief
in case of chest wall infiltration. Selected early stage
patients can be considered for radical multi-modality
treatment in dedicated centres or clinical trials. In
this setting, induction chemotherapy followed by ex-
trapleural pneumonectomy is associated with better
survival outcomes than upfront surgery followed by
adjuvant therapy. The role of adjuvant radiotherapy
is not defined yet. In regard to multimodality treat-
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ment, it should be noted that an important number
of the patients initially considered for this approach,
are not able to complete the whole therapy.

As the overall improvement in outcome of mesothe-
lioma patients remains very modest, a better under-
standing of the biology of the disease and of biomar-
kers is warranted.
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Summary

This was the seventh time in 13 years that
this intensive one-day symposium on advanced
ovarian cancer was held in Valencia. The sym-
posium was organized, as every other year,
by GEICO (Grupo Espariol de investigacion de
Cancer de Ovario, the Spanish Ovarian Cancer
group), but now for the first time together with
ESMO (European Society for Medical Oncology).
The meeting was held under the auspicies of the
Spanish Society of Medical Oncology (SEOM),
the Gynecologic Cancer InterGroup (GCIG) and
ESMO. Crucial for the success of these meet-
ings has been the selectively chosen speakers,
all keyplayers in the field of ovarian cancer and

Session |: Biomarkers and early detection

Early diagnosis is the keystone to increase cure rates in
ovarian cancer. However, at present still only one third
of the patients are diagnosed in an eatly stage and ade-
quate screening methods are still lacking. Dr. Elise Kohn
(Medical Oncology Branch, NCI, Bethesda, USA) discus-
sed the potential role of proteomic profiling. She made
clear that advancing proteomics technologies can be
used for improved diagnosis, definition, prediction, and
prognostication of ovarian cancer and so, better under-
stand ovarian cancer and its subtypes. Powered and vali-
dated analyses are needed for this. Protein profiling can
also be used for characterization of therapeutic targets,
confirmation of the role of these targets, stratification for
therapeutic interventions, demonstration of target mo-
dulation and prediction of therapeutic benefit and so,
may improve targeted therapy on an individual basis.
CA125 has been used as a biologic marker in screening
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the participation of most active cooperative
groups from around the globe. Moreover, from
the 2nd edition (1999) onwards, nearly all pre-
sentations have been published as full papers
in the International Journal of Gynecological
Cancer (1JCS). lllustrative for the success of this
meeting is the steadily increasing number of
attendees to these meetings: from 157 in 1996
to 360 in 2009.

At the 2009 meeting, five different sessions
covered relevant topics: 1) biomarkers and
early detection, 2) surgical issues, 3) primary
ovarian cancer, 4) recurrent ovarian cancer and
5) trials with impact on clinical management.
(BJMO 2009;Vol 3;3:133-135)

programs and two-stage strategies (annual evaluation
of CA125 and in case of rise performing a transvaginal
sonography) has shown promising results, both in the
US (Dr. Robert Bast Jr, MD Anderson Cancer Center,
Houston, USA) and in the United Kingdom (Dr. lan
Jacobs, Institute for Women's Health, London, UK). Ho-
wever, only the UK study (UKCTOCY) is adequately
powered (> 200.000 participating women) and enables
to demonstrate an improvement in survival. These data
are not available yet.

Sessions Il: Surgical Issues

Dr. Fabio Ghezzi (University of Insubria, Del Ponte
Hospital, Varese, Italy) reviewed the potential of the
laparoscopic approach. He concluded that there is a
growing body of evidence suggesting that laparoscopic
comprehensive surgical staging of early ovarian cancer
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is as safe and adequate as the standard surgical staging
performed through laparotomy, provided that the sur-
geon is demonstrably competent in the safe application
of laparoscopic techniques and the basic prerequisites of
surgical oncology are fulfilled. Large prospective trials
on laparoscopic vs open staging are needed to assess
whether survival are similar with these two approaches
and whether the assumed advantages of the laparosco-
pic approach over open surgery (eg. shorter hospital stay,
faster recovery, improved quality of life, shorter interval
to adjuvant treatment) is also true for early ovarian can-
cer patients.

The importance of laparoscopy prior to debulking sur-
gery was also identified by Dr. Ignace Vergote (Univer-
sity Hospital Lewven, Leuven, Belgium) as an important
technique to ascertain the diagnosis, and to evaluate
operability of advanced ovarian cancer, when he discus-
sed in session III the ongoing EORTC-GCG/NCIC-
CTG study comparing neoadjuvant chemotherapy
followed by interval debulking surgery (NACT—IDS)
with primary debulking surgery (PDS). That large ran-
domized trial (n=718) showed that NACT—IDS might
be a good alternative for PDS in patients with extensive
stage Illc or IV ovarian carcinoma, with less per- and
postoperative complications. Optimal surgery proved to
be the most important prognostic factor. The outcome
of the trial is not applicable to patients with lower stages
of disease or patients with relative limited stages IIlc or
IV. For these patients PDS remains the preferred recom-
mended option. Criticism on the surgical performance
in this trial is anticipated. This was also to some extent
eluded to by Dr. Philipp Harter (Dr. Horst Schmidt Kli-
nik, Wiesbaden, Germany) in his presentation on prog-
nostic factors for complete debulking in first and second
line. He indicated that imaging, serological models and
laparoscopy do not identify adequate candidates sufh-
ciently for NACT, and stressed the importance of surgi-
cal training. He also strongly recommended to change
our old aim of optimal debulking with residual disease
up to lem to the real optimal debulking, i.e. complete
resection (no macroscopic tumor left). Complete debul-
king to no residual disease also has prognostic influ-
ence in the recurrent disease setting. Independent fac-
tors for complete resection in that setting were a good
performance status (ECOG 0), complete resection at
primary surgery, and the absence of ascites. The AGO
group has developed a scoring system for that, which
will be further studied in a randomized trial (DESK-
TOPI1I). Dr. Jonathan Berek (Stanford University School
of medicine, Stanford, USA) summarized the literature
on N+Stage IIlc ovarian cancer and concluded that, be-
cause of its better outcome, this could/should be seen
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as a separate entity and may have implications for our
staging system (further stratification). He also elabora-
ted on resection of retroperitoneal lymph nodes during
primary surgery and concluded that systemic lympha-
denectomy in that setting did not improve survival, but
that resection of isolated recurrences in nodes may be
associated with a survival benefit.

Session IlI: Primary Ovarian Cancer

Genomic profiling can provide prognostic/predictive
gene signatures for ovarian cancer. However, validation
of these signatures is critical and not available at present.
Within these signatures there are potential therapeutic
targets. Dr. Michael Birrer (INCI/US) concluded that
future development of all these markers will depend
upon careful validation in independent sets of tumors.
Another interesting but still undefined path is the phar-
macogenetic assessment of toxicity and outcome. Dr.
Sharon Marsh (Pharmacogenomics Center, Montreal, Ca-
nada) mentioned that the pharmacogenetic basis for the
variability in response and toxicity to taxane-platinum
therapy in ovarian cancer is still unclear, reflecting the
lack of true understanding of the regulation of chemo-
therapy action. Further studies in this interesting field
are clearly needed (see also the report on IP therapy
later). As mentioned above, Dr. Vergote discussed the
large EORTC-GCG/NCIC-CTG trial in this session.
The last presentation in this session was from Dr. Paul
Sabbatini (Memorial Sloan kettering Cancer center, new
York, USA) on consolidation therapies. No randomized
consolidation study in ovarian cancer has so far shown a
statistically significant improvement in overall survival.
However, as treatment options move beyond classic cy-
totoxic chemotherapy to hormones, immune interventi-
ons and targeted therapies, the consolidation strategy is
regaining interest. He stated that “positive” phase I stu-
dies are not predictive to date, so that therefore rando-
mized trials are essential. In that, current strategies with
impending data are 1) immune targeted (phase III with
abagovomab, a murine anti-idiotypic monoclonal anti-
body which functionally mimics the CA-125 antigen),
and 2) anti-vascular (phase III VEGF targeted studies).
He also indicated that the second remission population
is ideal to further develop this strategy.

Session IV: Recurrent Ovarian Cancer

Dr. Maurie Markman (M.D. Anderson Cancer Center,
Houston, USA) followed up on his important messages
on how to treat patients with recurrent ovarian cancer.
Thereby, one should focus on realistic goals for the indi-
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vidual patient at a particular time in the natural history
of her own illness and realizing that ovarian cancer is
becoming more and more a chronic disease process and
that decisions made today, in particular in the 2" line
setting, may impact on a substantial portion of the re-
mainder of this patient’s life. Dr. Michael Friedlander
(Prince of Wales Hospital, Sydney, Australia) mentioned
that there is a clear need to develop better measures of
the benefit of palliative chemotherapy in women with
platinum resistant/refractory ovarian cancer and in pa-
tients receiving three or more lines of treatment. In this,
one can not rely on objective response criteria alone. It
is essential that we also measure subjective benefit of
treatment and carefully evaluate quality of life. A pros-
pective GCIG study has been set up to evaluate this. Dr.
Bradley J. Monk (University of California, Irvine medical
center, Orange, USA) summarized the available data on
angiogenesis inhibition. Tyrosine kinase inhibitors (so-
rafinib, sunitinib and pazopanib) have shown activity
in the recurrent disease setting. The same is true for the
monoclonal antibody bevacizumab, which is now being
studied in randomized trials in first line (addition to
front-line chemotherapy: GOG 218 and ICON 7 trial)
and second line (addition to second-line chemotherapy:
GOG 213 and OCEANS trials). ICON 6, a second-line
European trial is studying the addition of AZD 2171 to
second-line chemotherapy. Other molecular pathways
were discussed by Dr. Amit Oza (Princess Margaret Hos-
pital, Toronto, Canada). Of interest are EGFR targeting,
poly (ADP-ribose) polymerase inhibition (parp inhibi-
tion), Src inhibition, PI3 Kinase-AKT-mTOR, epige-
netic mechanisms (HDAC inhibitors), and stem cell
targeting agents and tumor micro-environment (Hed-
gehog pathway). Although single agent studies are being
performed, synergy of some with others is being looked
for as well as the combination with chemotherapy. As
mentioned eatlier in session III, these agents are also of
interest for consolidation and maintenance strategies.

Session V: Trials with impact on clinical man-
agement

Drs. Michael Bookman (Fox Chase Cancer center, Phila-
delphia, USA), Bradley J. Monk and Jan B. Vermorken
(Antwerp University Hospital, Edegem, Belgium) sum-
marized the present status of such trials in respectively,
first-line, second-line and intraperitoneal chemotherapy
(IPCT). The combination of paclitaxel/carboplatin
(TC) is the generally agreed standard for first-line treat-
ment since 2003 and the control arm of all recent rando-
mized trials. So far, no other regimen has shown to out-

perform the TC regimen. The addition of a third drug
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has no impact. The two approaches presently of interest
are (1) a dose-dense TC regimen as presented by Zsobishi
et al at ASCO 2008 (abstract #5506) and (2) the use
of IPCT in women with optimally debulked epithelial
ovarian cancer. It is clear that further studies with IPCT
are needed with the purpose to further enhance efficacy
(heating, biological agents) and to reduce toxicity (other
taxane, other platinum, or reduced dosages). IPCT after
NACT will be studied in a new GCIG trial. Also the
benefit of IPCT in the consolidation setting needs to
be assessed. Interestingly, in a substudy of GOG #172 it
was found that the C8092A polymorphism in ERCC1
was an independent predictor of progression-free and
overall survival when treated with IPCT.

There are several positive randomized trials in second-
line with impact on clinical management (Vermorken
JB, Int ] Gynecol Cancer 2008; 18 (Suppl. 1): 59-66). At
the present meeting, data on OVA-30! (pegylated lipo-
somal doxorubicin [PLD] vs PLD plus trabectidin) were
presented showing for the first time an improvement in
progression-free survival with a non-platinum-containing
combination over a single agent. Ongoing randomized
phase III registration trials in ovarian cancer include (1)
bevacizumab (GOG 218, ICON 7, GOG 213, OCE-
ANS), (2) paclitaxel poliglumex /CT1-2103 (GOG 212),
(3) paupilone, (4) phenoxodiol, (5) abagovomab, (6) cedi-
ranib / AZD 2171 (/CON 6) and (7) karenitecin.
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