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While lung cancer is recognized 
as the leading cause of cancer-
related deaths in both men and 
women in Ireland and worldwide, 
it is also the poster-child for two 
major revolutions in cancer care: 
immunotherapy, and personalized 
medicine. Immunotherapy is a new 
type of treatment for cancer that 
aims to harness a patient’s  
own immune system to fight 
cancer (Figure 1). 

Immunotherapy, specifically 
with a class of medicines called 
immune checkpoint inhibitors, are 
now licensed in >15 cancer types 
throughout the world, and several 
in Ireland, including lung cancer. 

The promise and potential of 
immunotherapy is significant, with 
a proportion of patients  
even with advanced cancers 
achieving durable long-term 
responses. Immunotherapy is  
also much more tolerable, with 
3-4 fold less side effects than 
traditional chemotherapy. 

‘Personalized medicine’ is a term 
used to describe new tailored 
treatments for cancer, that are 
directed at a cancers’ ‘mutations,’ 
the genomic blueprint that makes 
a cancer become a cancer. Once 
again, lung cancer has become 
arguably the best example 
of personalized medicine in 

action, with a range of ‘targeted 
therapies’ that may help patient 
whose tumours harbour a specific 
mutation. Lung cancer is now 
recognized to harbour a ‘mutation’ 
that could be treated with a 
targeted therapy in >40% of  
cases (Figure 2). 

This has led to a rapid expansion 
of treatment options for this subset 
of patients, with >20 new cancer 
drug approvals in the USA in the 
last 5 years. This unprecedented 
explosion in treatment options 
also requires investment in 
infrastructure around genomic 
testing, interpretation and access. 
Clinical trials offer an exciting 
opportunity to gain access to 
these new and exciting treatments 
for lung cancer, incorporating  
both immunotherapy and/or 
targeted therapy.

Immunotherapy Clinical Trials in 
Lung Cancer

Jarushka Naidoo, MB BCH MHS is 
a consultant medical oncologist at 
Beaumont Hospital and the Royal 
College of Surgeons of Ireland, 
and the new chair of the lung 

cancer group within the national 
clinical trials group ‘Cancer Trials 
Ireland.’ Through this group and at 
individual hospital level, patients 
may gain access to clinical trials 
for lung cancer. Currently, several 
existing trials and new trials will 
be opening shortly to provide 
Irish patients with access to new 
treatments for their lung cancer. 
Dr. Naidoo, who recently returned 
from Johns Hopkins University 
USA and retains her role there  
as an Adjunct Assistant  
Professor of Oncology, is a 
specialist in immunotherapy. 

In Ireland, she will lead a 
new study exploring the 
immunotherapy combination of 
two immune checkpoint inhibitors 
(nivolumab and relatlimab) (CA224-
104, https://clinicaltrials.gov/ct2/
show/NCT04623775) for patients 
with newly diagnosed advanced 
NSCLC at Beaumont Hospital. 
This study will also be open at St. 
Vincent’s Hospital Dublin (SVUH) 
and Cork University Hospital (CUH) 
later this year. Immunotherapy has 
also shown promise in patients 
with earlier stage lung cancer, and 
lung cancer consultants 
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through collaboration, and with the overall goal of improving the lives of patients with lung cancer 
through a robust and integrated research portfolio.  

 
 
 
 
 
 
 
 
 
 
Figure 1: Immunotherapy for Cancer 
 

 
 
Figure 2: Oncogenic Driver Mutations Lung Cancer  
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Dr Fergal Kelleher (Tallaght 
University Hospital) and Dr. Emer 
Hanrahan (SVUH) currently lead 
two studies exploring novel 
immunotherapy treatments 
nivolumab +/- ipilimumab in stage 
II lung cancer before surgery 
(CA209-77T, https://clinicaltrials.
gov/ct2/show/NCT04025879), and 
after chemotherapy and radiation 
for stage III NSCLC (CA209-73L, 
https://clinicaltrials.gov/ct2/show/
NCT04026412), respectively.

Targeted Therapy Clinical Trials 
in Lung Cancer

In the area of personalized 
medicine or targeted therapy, 
approximately 15% of patients 
with NSCLC have tumours that 
harbour a mutation called EGFR 
(epidermal growth factor receptor). 
Former lung cancer lead of Cancer 
Trials Ireland (CTI) 

Professor Linda Coate (University 
of Limerick) led a clinical trial 
called BELIEF (https://clinicaltrials.
gov/ct2/show/NCT01562028) 
through CTI, where patients with 
EGFR-mutant NSCLC received 
combined targeted therapy 
(erlotinib) and an anti-angiogenic 
agent (bevacizumab), through 
the European cooperative clinical 
trials group ETOP (European 
Thoracic Oncology Platform). More 
recently, it has been identified that 
a different subset of patients with 
NSCLC harbour a genomic fusion 
called ‘RET,’ in 1-2% of cases. 
RET-fusion positive NSCLC may 
now be treated with RET inhibitor 
medications, such as selpercatinib 
and pralsetinib. 

A novel clinical trial using 
pralsetinib in patients with 
newly diagnosed RET-positive 
NSCLC (BLU-667-2303, https://
clinicaltrials.gov/ct2/show/
NCT04222972) is currently open 
and available to patients at St. 
James’s Hospital (SJH, lead: Dr. 

Sinead Cuffe). Through Cancer 
Trials Ireland and open in several 
sites nationwide, a clinical trial 
exploring a new medicine that 
inhibits the marker ‘c-met’, is also 
being explored in a clinical trial 
‘Illuminosity’ (https://clinicaltrials.
gov/ct2/show/NCT03539536) open 
in SJH, SVUH and CUH. Lastly, 
a large proportion (20-25%) of 
patients with lung cancers that 
harbour a mutation called ‘KRAS.’ 

This mutation has been extremely 
difficult to target over the many 
decades since it was first known 
about. However, just in the last 
year, two new agents (adagrasib; 
sotorasib) have been shown to 
successfully shrink KRAS-mutant 
NSCLCs . A new clinical trial 

exploring adagrasib in patients 
with KRAS-mutant NSCLC 
(KRYSTAL-12, https://clinicaltrials.
gov/ct2/show/NCT04685135) 
will open at several hospitals 
throughout Ireland, under the 
national leadership of Dr. Naidoo.

Clinical Trials for Rarer  
Thoracic Cancers 

Rarer forms of cancers that 
occur in the lungs have also been 
shown to potentially benefit from 
immunotherapy. Mesothelioma, 
a rare cancer of the lining of the 
lungs, has been treated with 
chemotherapy for the last number 
of years, with no change in 
standard of care. The DREAMER 
study, led by Irish oncologist at 
Johns Hopkins 

Dr Patrick Forde, demonstrated 
that the addition of immunotherapy 
with a drug called durvalumab 
to chemotherapy showed 
promise in this disease. US-
based cooperative clinical trial 
group ECOG-ACRIN (Eastern 
Cooperative Oncology Group), of 
which Dr Ray McDermott (SVUH, 
Cancer Trials Ireland Clinical 
Lead) is the Irish representative, is 
actively exploring this combination 
in the phase III DREAM3R trial 
(https://clinicaltrials.gov/ct2/show/
NCT04334759l, and we in Ireland 
hope to participate. 

Investigator-initiated Trials and 
the Irish Lung Cancer Alliance

Clinical trials in Ireland are most 
commonly available through 
pharmaceutical companies or 
clinical trial cooperative groups, 
such as ETOP and ECOG-ACRIN. 
Investigator-initiated trials (IITs) 
are ‘homegrown’ clinical trials 
informed either by discoveries 
made in Irish laboratories, the 
laboratories of collaborators, or 
even through observations made 
from individual patient cases. 

IITs have the promise of being 
able to provide bespoke clinical 
trials that serve the needs of the 
population for which they were 
developed, and to foster the 
development a program of new 
cancer discoveries. Prof Bryan 
Hennessy (Beaumont Hospital/
RCSI) has led several IITs for 
patients with breast cancer in 
Ireland, and Jarushka Naidoo has 
led IITs of immunotherapy for lung 
cancer and those whose tumours 
have spread to the brain. In order 
to develop IITs and related national 
collaborations in lung cancer 
research, Dr Naidoo has formed 
the ‘Irish Lung Cancer Alliance.’ 

This offshoot of the lung group 
within Cancer Trials Ireland brings 
together clinical trialists and 
laboratory scientists in Ireland 
focussed on lung cancer, to work 
together across sites. The Irish 
Lung Cancer Alliance aims to 
support individual researchers to 
achieve greater impact from their 
work through collaboration, and 
with the overall goal of improving 
the lives of patients with lung 
cancer through a robust and 
integrated research portfolio.

Lung cancer has become arguably 
the best example of personalized 
medicine in action

Immunotherapy offers hope to lung 
cancer patients


