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IASLC Lung Cancer News is a professional tabloid publication featuring 
timely news updates on pivotal research in thoracic oncology 
and nuanced expert perspectives on data and clinical-practice 
challenges, as well as commentary on controversial and relevant 
topics. Hard-to-fi nd updates about the careers of key players in the 
lung cancer community also are featured, as is regular information 
from the FDA and the NCI. There is also an article in each issue 
dedicated to pathology-related content. Most of the content is 
physician authored, often by the primary investigators of relevant 
trials, and "Editor's Comments" provide further expert insights from 
the key thoracic oncology leaders involved in the Editorial Board. 
Topics related to radiation oncology, surgical oncology, and nursing 
also are discussed. NEW THIS YEAR — “Journal Radar”: key science 
reviewed by the thought leaders in thoracic oncology.

The target audience for this publication is physicians and other 
specialists involved in the research and treatment of patients with 
lung cancer and other thoracic oncologic disorders. IASLC Lung 
Cancer News content is overseen by Corey Langer, MD, Editor, and 
issues are structured to present the most recent noteworthy lung 
cancer-related information worldwide; in addition, themed issues 
may be planned around particular topics or meetings.
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IMpower133: Finally Moving the Needle in SCLC

By Stephen V. Liu, MD

Th e addition of atezolizumab to stan-

dard chemotherapy for extensive-stage 

SCLC achieved what, for decades, had 

been beyond reach: an improvement in 

survival in this disease. Since the 1980s, 

our standard of care for SCLC has been a 

platinum chemotherapy agent plus eto-

poside. Th is regimen reliably provides an 

initial response that is oft en dramatic but 

is almost always short lived. IMpower133 

was a global, randomized, double-blind, 

placebo-controlled trial designed to assess 

the eff ects of adding concurrent (and 

maintenance) atezolizumab to fi rst-line 

carboplatin and etoposide in extensive-

stage SCLC (Fig. 1). As presented at the 

IASLC 2018 World Conference on Lung 

Cancer, the study met both coprimary 

endpoints with a signifi cant improvement 

in overall survival (OS) and progression-

free survival (PFS). Median OS was 12.3 

months with atezolizumab versus 10.3 

months in the control arm (hazard ratio 

[HR] for death 0.70 [0.54, 0.91]; Fig. 2).1,2

Th e combination of atezolizumab, carbo-

platin, and etoposide was given a Category 

1, preferred treatment recommendation 

in the National Comprehensive Cancer 

Network guidelines and awaits 

formal U.S. Food and Drug 

Administration approval.

Clinical Impact of 

IMpower133
In the context of more than 

40 failed phase III trials, the 

improvement in survival seen 

in IMpower133 represents a 

tremendous achievement, and 

I have adopted this regimen as 

my new standard of care. PD-L1 

expression was not used as a 

selection criterion, and blood–

tumor mutational burden was 

Uncommon Oncogenic Drivers in NSCLC

By Karen L. Reckamp, MD, MS

Identifi cation of genetic alterations in 

NSCLC has transformed diagnosis and 

treatment for patients with advanced 

disease. Identifi cation of activating muta-

tions in the EGFR gene in 2004 started 

the shift  in our understanding of the 

complex biology of molecular subtypes of 

lung cancer. Genetic alterations continue 

to be described, and approximately 60% 

of patients with the adenocarcinoma sub-

type of NSCLC have a defi ned molecular 

alteration that may be amenable to tar-

geted therapy.1 Emerging targets include 

the MET gene, through gene amplifi ca-

tion and exon 14 skipping mutations; RET

gene alterations, which occur in several 

tumor types; HER2, which can be ampli-

fi ed or mutated in NSCLC; and NTRK

alterations, which are found in many 

tumor types, including NSCLC. Th ese 

less-common alterations and promising 

treatments will be discussed.

MET
MET is a proto-oncogene that encodes 

for the transmembrane MET tyrosine 

receptor kinase. Th rough ligand bind-

ing to hepatocyte growth factor, sig-

naling pathways such as PI3K/AKT, 

MAPK, NF-kB, and signal transducer 

and activator of transcription proteins 

(STATs) are activated. Th is leads to cell 

proliferation and invasion. Protein over-

expression and phosphorylation are the 

most common forms of MET-positive 

NSCLC, but responses to therapy have 

been varied. MET amplifi cation occurs 

in less than 5% of lung adenocarcinoma. 

MET exon 14 alterations are found in up 

to 4% of lung adenocarcinomas and are 

predominantly associated with older age 

(median age of 73 years) and signifi cant 

smoking history.2 MET gene rearrange-

ment is uncommon, but the kinase fusion 

KIF5B-MET has been reported in lung 

adenocarcinoma.3

Multitargeted tyrosine kinase inhibitors 

(TKIs) have been used to target MET in 

lung cancer (e.g., cabozantinib, crizotinib, 

and merestinib), and a variety of TKIs with 

increased MET sensitivity are also under 

investigation (e.g., savolitinib, tepotinib, 

capmatinib, SAR125844, sitravatinib, 

AMG 337, and tivantinib). In addition, 

monoclonal antibodies are being evalu-

ated for patients with MET-driven tumors. 

In patients with MET exon 14 mutations 

and MET amplifi cation, treatment with 

crizotinib (a dual MET/ALK inhibi-

tor) has led to antitumor responses.4,5 In 

addition, cabozantinib has demonstrated 

tumor response in patients with exon 14 

mutations.6 A phase I study was conducted 

to assess the safety and effi  cacy of crizo-

tinib for patients with MET amplifi cation. 

Patients with high levels of MET amplifi ca-

tion (MET/CEP7 4) demonstrated anti-

tumor activity, with a median PFS of 6.7 

months.7 Furthermore, a phase II study of 

tepotinib in patients with MET exon 14 

skipping mutations is ongoing, and avail-

able data for 22 treated patients were pre-

sented.8 Partial response was seen in 60% 

by investigator review; the most common 

toxicities included edema and diarrhea. 
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Fig. 1. Study Design of IMpower133

aOnly patients with treated brain metastases were eligible.

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group Performance Status; IV, intravenous; PCI, prophylactic cranial 

irradiation; PD, progressive disease; PFS, progression-free survival; R, randomized; RECIST, Response Evaluation Criteria in Solid 

Tumors.
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Malignant Mesothelioma?By Cornedine Jannette de Gooijer, MD; 

Maria Disselhorst, MD; and Paul Baas, MD, PhD

Until 2015, few changes occurred with 
respect to available therapies for malig-
nant pleural mesothelioma (MPM). 
Luckily, a renewed interest in MPM with 
emphasis on immunotherapy has led to 
several phase II and III trials. Th e latest 
results and running trials in MPM are 
presented in the tables and are discussed 
in more detail in the article. 

Surgery 
Whether to offer surgery to patients 
with MPM is subject to physicians’ pref-
erences and experience. Th e MARS 2 
trial in the United Kingdom will evalu-
ate the additional value of (extended) 
pleurectomy/decortication (P/D) to 
chemotherapy (NCT02040272). In this 
trial, 328 patients with MPM will be ran-
domly assigned to chemotherapy with or 
without extended P/D. In the EORTC-
1205 trial, the timing of chemotherapy 
(before or aft er) P/D will be examined 

in 64 patients (NCT02436733). Patients 
with limited-disease malignant peritoneal 
mesothelioma (MPerM) can participate 
in the MESOPEC study, in which adju-
vant dendritic cell–based immuno-
therapy aft er cytoreductive surgery and 
hyperthermic intraperitoneal chemo-
therapy is being tested. 

Chemotherapy Evidence for maintenance chemotherapy 
in MPM is lacking. Maintenance peme-
trexed has been under investigation since 
2010, but no results have been published to 
date (NCT01085630). In the Netherlands, 
a study of switch-maintenance therapy 
with gemcitabine versus observation 
in the fi rst-line setting in patients with 
nonprogressing disease aft er platinum/
pemetrexed has fi nished accrual, and 
the fi rst results are expected this year. To 
date, there is still no approved second-
line treatment option. Retreatment with 
pemetrexed (plus platinum) can be con-
sidered.1 Vinorelbine is under investiga-
tion in two randomized phase II studies, 
one comparing active symptom control to 
active symptom control with vinorelbine 

Checkpoint Inhibitors and Clinical Decision Making: A Q&A with Dr. Nasser H. Hanna

Nasser H. Hanna, MD, is the Tom and Julie Wood Family Foundation Professor 
of Lung Cancer Clinical Research at 
Indiana University School of Medicine, 
and he specializes in the study and man-

agement of all forms of lung cancer. 
Dr. Hanna spoke with the IASLC Lung 
Cancer News in detail about the ques-
tions—asked and remaining—sur-
rounding the use of checkpoint inhibi-
tors (CPIs) in the front-line setting for 
squamous and nonsquamous NSCLC. In 
the interview below, Dr. Hanna shares 
information about his personal clinical 
decision-making process, and he high-
lights studies—published and ongo-
ing—that provide a solid roadmap for 
therapeutic selection in each course of 
treatment. 

Q: As CPIs move to the front line, 
which regimen or regimens are now 
“standard” in the second-line setting 
in advanced NSCLC? A: It is now standard of care to treat all 

patients with squamous cell NSCLC who 

are chemotherapy naive but are eligible 
for pembrolizumab with carboplatin 
and either paclitaxel or nab-paclitaxel 
plus pembrolizumab. Although many 
patients benefi t from this combination, 
just about everyone will experience 
disease progression, which leads to the 
question of what to do in the second 
line for these patients. Th e standard-of-
care treatment for nearly 2 decades in 
the second line for squamous cell has 
been docetaxel, which will continue to 
be an option for those patients who can 
tolerate treatment once every 3 weeks 
(usually at 60-75 mg/m2 or once weekly, 
3 weeks on/1 week off  at 35 mg/m2). 
Alternatively, patients can receive com-
bination docetaxel/ramucirumab based 
on the results of the REVEL study.1 Th is 
is very viable option for patients who are 
more fi t and who do not have contra-

dictions to ramucirumab, which is an 
antibody to the VEGF receptor. For nonsquamous NSCLC, patients 

who have a PD-L1 tumor progression 
score (TPS) of at least 50% are eligible to 
receive pembrolizumab in the fi rst line, 
and many of those patients will benefi t 
for a time and then experience disease 
progression. For these patients, I think 
the standard of care will be carboplatin 
plus pemetrexed with or without bevaci-
zumab. For patients with nonsquamous 
NSCLC who receive carboplatin plus 
pemetrexed plus pembrolizumab in the 
fi rst-line setting and then subsequently 
experience disease progression, I think 
that, once again, docetaxel given once 
every 3 weeks, docetaxel given weekly 
for 3 weeks on/1 week off , and docetaxel 
plus ramucirumab are all options. 
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IMpower133: Finally Moving the Needle in SCLC
 cant improvement 

in overall survival (OS) and progression-

free survival (PFS). Median OS was 12.3 

months with atezolizumab versus 10.3 

months in the control arm (hazard ratio 

[HR] for death 0.70 [0.54, 0.91]; Fig. 2).1,2

 e combination of atezolizumab, carbo-

platin, and etoposide was given a Category 

1, preferred treatment recommendation 

in the National Comprehensive Cancer 

Network guidelines and awaits 

formal U.S. Food and Drug 

Administration approval.

Clinical Impact of 

IMpower133
In the context of more than 

40 failed phase III trials, the 

improvement in survival seen 

in IMpower133 represents a 

tremendous achievement, and 

I have adopted this regimen as 

my new standard of care. PD-L1 

expression was not used as a 

selection criterion, and blood–

tumor mutational burden was 

tinib for patients with MET amplifiMET amplifiMET  cation.  amplifi cation.  amplifi

Patients with high levels of MET amplifiMET amplifiMET  ca- amplifi ca- amplifi

tion (MET/CEP7 4) demonstrated anti-

tumor activity, with a median PFS of 6.7 

 Furthermore, a phase II study of 

tepotinib in patients with MET exon 14 MET exon 14 MET

skipping mutations is ongoing, and avail-

able data for 22 treated patients were pre-

 Partial response was seen in 60% 

by investigator review; the most common 

toxicities included edema and diarrhea. 
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Until 2015, few changes occurred with 
respect to available therapies for malig-
nant pleural mesothelioma (MPM). 
Luckily, a renewed interest in MPM with 
emphasis on immunotherapy has led to 
several phase II and III trials. Th e latest 

several phase II and III trials. Th e latest 

several phase II and III trials. Thresults and running trials in MPM are 
presented in the tables and are discussed 
in more detail in the article. 

Checkpoint Inhibitors and Clinical Decision Making: A Q&A with Dr. Nasser H. Hanna

Nasser H. Hanna, MD, is the Tom and Julie Wood Family Foundation Professor 
of Lung Cancer Clinical Research at 
Indiana University School of Medicine, 
and he specializes in the study and man-

agement of all forms of lung cancer. 
Dr. Hanna spoke with the IASLC Lung 
Cancer News in detail about the ques-
tions—asked and remaining—sur-
rounding the use of checkpoint inhibi-
tors (CPIs) in the front-line setting for 
squamous and nonsquamous NSCLC. In 
the interview below, Dr. Hanna shares 
information about his personal clinical 
decision-making process, and he high-
lights studies—published and ongo-
ing—that provide a solid roadmap for 
therapeutic selection in each course of 
treatment. 

Q: As CPIs move to the front line, 
which regimen or regimens are now 
“standard” in the second-line setting 
in advanced NSCLC? A: It is now standard of care to treat all 

patients with squamous cell NSCLC who 

are chemotherapy naive but are eligible 
for pembrolizumab with carboplatin 
and either paclitaxel or nab-paclitaxel 
plus pembrolizumab. Although many 
patients benefijust about everyone will experience 

disease progression, which leads to the 
question of what to do in the second 
line for these patients. Thcare treatment for nearly 2 decades in 

the second line for squamous cell has 
been docetaxel, which will continue to 
be an option for those patients who can 
tolerate treatment once every 3 weeks 
(usually at 60-75 mg/m3 weeks on/1 week offAlternatively, patients can receive com-

bination docetaxel/ramucirumab based 
on the results of the REVEL study.is very viable option for patients who are 

more fi t and who do not have contra-

more fi t and who do not have contra-

more fi
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Why TMB Should Be Assessed in Patients with Advanced NSCLC
By Fabrice Barlesi, MD, PhD

Immune checkpoint inhibitors, espe-
cially PD-1 and PD-L1 inhibitors, have 
deeply changed the second-line treatment 
of patients with advanced NSCLC, with 
three newly registered drugs in only a few 
years. Immune checkpoint inhibitors are 
also changing the fi rst-line treatment 
of patients with advanced and locally 
advanced NSCLC and will likely change 
the treatment of patients with exten-
sive small cell lung cancer (SCLC) and 
mesothelioma. Th ese changes are mainly 
supported by the long-term effi  cacy of 
immune checkpoint inhibitors, with 
a proportion of patients experiencing 
long-lasting responses and durable sur-
vival. Th erefore, identifying those likely 
to respond while looking for alternative 
strategies for those who are not likely to 

respond or whose responses are likely to 
be limited is crucial.

PD-L1: A Good Strategy
Increased PD-L1 expression is globally 
associated with an increased benefi t of 
PD-L1 immune checkpoint inhibitors as 
monotherapy. However, a signifi cant bene-
fi t over the standard docetaxel therapy has 
also been demonstrated in patients with 
low or no PD-L1 expression.1 Conversely, 
a signifi cant proportion of patients with 
high tumor PD-L1 expression (≥ 50%) 
experience progressive disease within 
3 months on fi rst-line pembrolizumab 
monotherapy.2 Moreover, PD-L1 expres-
sion has demonstrated no impact in pre-
dicting the benefi t of immune checkpoint 
inhibitor combinations with chemother-
apy over chemotherapy alone. In sum-
mary, PD-L1 is an imperfect marker, and 
prediction of immune checkpoint inhibi-
tor effi  cacy by PD-L1 expression remains 
a perfectible strategy.

TMB: A Better Strategy
Tumor mutational burden (TMB) off ers 

a solid biologic rationale as a better 
strategy. TMB is defi ned as the number 
of mutations per DNA megabases (Mb). 
It was fi rst suggested that the creation of 
neoantigens induced by mutation acqui-
sition would increase tumor immuno-
genicity and, consequently, response 
to immune checkpoint inhibitors. 
Technically, although TMB was histori-
cally assessed by tissue whole-genome 
sequencing or whole-exome sequencing, 
targeted next-generation sequencing and 

Bringing Lung Cancer Screening into Communities: An NHS Pilot Program’s Success
By Richard Booton, MD, PhD, FRCP

Th e symptomatic presentation of lung 
cancer is typically associated with 
advanced disease and poor survival. 
Screening asymptomatic at-risk individu-
als using low-dose CT (LDCT) reduces 
lung cancer–specifi c mortality by 20% to 

26%,1 but challenges remain in ensuring 
participation of the most at-risk popula-
tions, such as current smokers or those 
of lower socioeconomic status. Travel 
to hospital sites is recognized as a key 
barrier to access; screening among this 
at-risk population and reducing these 
barriers are critical to the successful 
implementation of LDCT screening. 

One-Stop Shop: Cessation 
Advice, LDCT Scanning, and 
Scan Interpretation
A pragmatic, community-based pilot was 
designed around the concept of a one-
stop lung health check, located next to 
local shopping centers, to minimize bar-
riers to participation by reducing travel 
and increasing convenience and ser-
vice accessibility (Figure, page 4). Ever-
smokers aged 55 to 74 years registered 

by participating general practitioners 
were invited and assessed for symptoms, 
spirometry, and 6-year lung cancer risk 
using PLCOm2012 and were provided 
with brief, non-judgemental smoking-
cessation advice where appropriate. 
Participants with PLCOm2012 risk score 
of 1.51% or greater were off ered imme-
diate LDCT scanning on a co-located 
scanner, and imaging was interpreted by 
radiologists with a specialist interest in 
thoracic oncology according to modi-
fi ed British Th oracic Society Guidelines 
for the Investigation and Management of 
Pulmonary Nodules. Scan reports were 
categorized as negative, indeterminate, or 
positive. Indeterminate results required 
a community-based 3-month follow-
up scan, and positive scans required an 
immediate assessment at a lung cancer 
clinic within a regional cardiothoracic 

center. Participants eligible for LDCT 
scanning underwent a baseline scan (T0) 
and a single annual scan (T1). 

Demand for the service was extremely 
high, with all appointments booked 
within a few days. Overall, 1,429 partici-
pants (56.2%) qualifi ed for LDCT screen-
ing, and 1,384 had a LDCT scan. At T0, 
a negative scan was reported for 82.6%, 
an indeterminate scan for 12.7% (with a 
further 1.2% positive at 3 months), and 
a positive scan for 4.7%. Of the 81 par-
ticipants referred for further assessment 
(5.9%), 42 had confi rmed cancer. Th e 
false-positive rate was 48.1%, or 2.8% 
for all participants. Th ere were no surgi-
cal interventions for benign disease. Th e 
prevalence of lung cancer at T0 was 3% 
(95% CI [2.3%, 4.1%]), 80.4% had stage 
I-II lung cancer, the surgical resection 
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RATES
Earned Rates:  Rates are based on the total units run in a calendar year  
(i.e., 4 full pages and 4 half pages earn 8x rate). Space is combined that is  
purchased by a parent company and its subsidiaries. Advertising frequency 
includes only paid advertising.

Agency Commission: 15%

B/W Run of Book Rates (Gross rates)

Color Rates
Four color $2,140
Standard color $865
Matched color $1,225
Five Color $2,550

Premium Positions  
(In addition to earned B/W Rate)

4th Cover 50%
2nd Cover 35%
Center Spread 25%

Frequency King Page ¾ Page Island ½ Page ½ Page ¼ Page

1x $4,290 $3,895 $3,215 $3,105 $1,880

3x 4,235 3,840 3,170 3,065 1,840

6x 4,175 3,785 3,130 3,025 1,800

12x 4,120 3,730 3,090 2,980 1,755

18x 4,060 3,670 3,050 2,940 1,715

24x 4,015 3,625 2,985 2,880 1,655

36X 3,960 3,570 2,945 2,830 1,615

¾ page bleed

¾ page  
non-bleed

Island  
bleed

Island  
non-bleed

King 
 bleed

½ page 
vertical
 bleed

½ page 
horizontal

 bleed

½ page 
horizontal
 non-bleed

½ page 
vertical

 non- 
bleed ¼ page 

 non- 
bleed

King 
 non-bleed

Inserts
Billed at earned B/W 
frequency rate

Cover Tip
$10,000
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2020 Advertising Rates /Specs

INSERT SPECIFICATIONS
Publication Trim Size: 10.875" × 13.875"
Printing Process: Web off set
Binding: Saddle-stapled
Stock: 70 lb. minimum, 100 lb. text stock maximum
Minimum Quantity: 2,000

Inserts/Cover Tips: King- and Journal-size accepted.
Allow 1/8-inch head trim for all inserts. On tabloid
size inserts, any excess will trim from face and foot. Smaller 
inserts, such as island-size, should be delivered with clean 
trim except for the 1/8-inch head trim.

Preapproval: Prior to printing, two samples, or mockups 
made from the same paper stock as the 
fi nal piece, must be submitted for preapproval 
and evaluation, along with a PDF of the fi le for 
IASLC approval.

Send samples to:
Cenveo Publisher Services, Attn: John Ford
2901 Byrdhill Road
Insert Storage
Richmond, VA 23228
Tel: 804-515-5119

Send PDF fi le of the creative for preapproval by 
IASLC to Joy Curzio: curziocommunications@gmail.com

QUESTIONS?
Contact Kevin Dunn, Vice President,
Cunningham Associates
201-767-4170 x18, cell 201-264-5345
kdunn@cunnasso.com

ONLINE ADVERTISING
The IASLC Lung Cancer News website (LungCancerNews.org) contains all the 
content featured in the print publication plus Breaking News regarding global 
drug approvals. .

WEB SITE RATES
Share-of-Voice (SOV) per Position per Month
Leaderboard: 100% SOV = $1,500 per month, 50% SOV = $750 per month
Side Box: 100% SOV = $1,000 per month, 50% SOV = $500 per month
50% minimums on both positions as space allows.

MECHANICAL AND FILE SPECIFICATIONS
Leaderboard ad space: 728 x 90 pixels
Side Box ad space: 300 x 250 pixels

Leaderboard ad and Side Box fi les must be in one of the following fi le formats: 
static image (JPG/GIF) with click-through URL; Adobe Flash fi le (SWF) with click-
through URL(s), third-party tag; rich media fi le, HTML5.

Additional specifi cations:
• A limit of three loops per 45 seconds is allowed for animated creative fi les.
• User-enabled media are allowed.

Please note:
• Tags must be received 3-5 days prior to the start of the campaign to be sure of 

the mechanics and to obtain IASLC approval.

SUBMIT ONLINE AD FILES TO
kdunn@cunnasso.com

Leaderboard: 728 x 90 p

Side Box: 
300 x 250 p


