
Lung cancer remains the leading cause of cancer-related death across the world, accounting for  
~2.2 million new cases and 1.8 million deaths annually.1 Yet lung cancer clinical development is 
continuously improving. Precision medicine, novel therapeutic modalities, and sophisticated trial 
designs have collectively changed patient possibilities, while simultaneously raising the operational 
bar for sponsors. For biotech and emerging biopharma companies developing novel lung cancer 
therapies, the path from an early-stage program to regulatory approval demands an expert-level 
understanding of the science, clinical landscape, and operational factors that will determine whether a 
development program succeeds. 

How is The Treatment  
Paradigm Changing? 
Non-small cell lung cancer (NSCLC) accounts for 
approximately 85% of all lung cancer cases globally,2 
and it has become the proving ground for some of the 
most transformative advances in oncology. Checkpoint 
inhibitors have moved from second-line to first-line to 
perioperative settings, reshaping treatment algorithms 
across resectable and metastatic disease settings.3 
Targeted therapies directed at well-characterized drivers 
(e.g., EGFR, ALK, ROS1, KRAS G12C, MET, or RET) have 
delivered durable responses in biomarker-selected 
populations, with regulatory approvals continuing to 
expand precision oncology options. 

Antibody-drug conjugates (ADCs) represent one of 
the most significant inflection points in the current 
development landscape.4 As of mid-2025, more than 
546 clinical trials targeting ADC therapy for lung 
cancer were registered globally,4 and Phase III data are 
beginning to validate the promise. 

The OptiTROP-Lung05 trial demonstrated that 
combining the TROP2-directed ADC sacituzumab 
tirumotecan with pembrolizumab reduced the risk of 
disease progression or death by 65% compared with 
pembrolizumab alone in treatment-naïve, PD-L1-positive 
NSCLCs at a rate of 39%. This trial represented the 
first successful Phase III demonstration of an ADC-
immunotherapy combination in the first-line setting.5  

Bispecific antibodies are also gaining ground. 
Regulatory approvals for amivantamab, zenocutuzumab, 
and tarlatamab have established this modality as a 
meaningful therapeutic class,6 while next-generation 
strategies, including PD-1 × VEGF bispecific agents 
and DLL3 × CD3 T-cell engagers, are expanding the 
immunotherapy toolkit for both NSCLC and small cell 
lung cancer (SCLC).7 Taken together, these advances 
have created a clinical development environment 
where sponsors must simultaneously track multiple 
competitive fronts and make rapid, evidence-based 
decisions about how to differentiate their programs. 
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How Does this Impact Biomarker-
Driven Development  
& Associated Complexity? 
The shift toward precision oncology has fundamentally 
altered how lung cancer trials are designed and 
executed. Patient selection is not about straightforward 
inclusion/exclusion criteria. Instead, it requires 
comprehensive molecular profiling, access to validated 
assays, and an increasingly sophisticated understanding 
of co-mutations and resistance mechanisms.8 Biomarker 
validation itself remains a significant challenge: PD-L1 
scoring is well established but imperfect, and emerging 
markers such as circulating tumor DNA (ctDNA), 
spatial tumor immune architecture, and STK11/KEAP1 
co-mutations are actively being studied as predictors 
of response and resistance.1 For sponsors developing 
biomarker-driven therapies, this means that assay 
strategy, companion diagnostic development, and 
sample collection protocols must be built into program 
planning from the earliest stages. 

Adaptive platform trials, basket and umbrella designs, 
and master protocols are increasingly used to 
accelerate development timelines and maximize signal 
detection across biomarker-defined subpopulations. 
These designs offer significant scientific advantages 
but require careful operational planning, robust data 
management infrastructure, and experienced clinical 
teams who understand both the scientific intent and 
the regulatory implications of adaptive decision rules. 
For emerging biotech sponsors navigating these 
design choices for the first time, the learning curve can 
be steep, and the cost of a poorly executed protocol 
revision is high.

What Are Persistent Enrollment & Site 
Selection Operational Challenges?  
Even the most elegantly designed protocol cannot 
overcome a fundamental enrollment challenge. 
Lung cancer trials face growing pressure on patient 
availability as the treatment landscape fragments into 
increasingly narrow biomarker-defined populations. 
Sponsors competing for the same molecularly 
characterized patients across multiple simultaneous 
trials will find that site selection, investigator 
relationships, and pre-screening efficiency are as 
important as the program’s scientific positioning. 

Data-driven site selection, including historical 
enrollment performance, site infrastructure, molecular 

testing capabilities, and competitive trial density, is 
essential for setting realistic timelines and managing 
sponsor expectations. Early engagement with 
experienced investigators, pre-screening programs that 
identify eligible patients before a trial opens, and real-
time enrollment monitoring are operational tools that 
can meaningfully accelerate recruitment. For sponsors 
designing their first lung cancer trial, these capabilities 
are prerequisites for meeting milestone commitments.

How is APAC Impacting  
Global Efforts?  
No discussion of lung cancer clinical development is 
complete without a focused examination of the Asia-
Pacific (APAC) region. The data are unambiguous, and 
in 2022, 60% of global lung cancer deaths occurred in 
APAC,9 and the region carries a disproportionate share 
of early-onset lung cancer as well. Asia accounts for 
approximately 76% of global early-onset lung cancer 
cases, with China, India, and Indonesia contributing the 
highest absolute numbers.10 APAC already accounts 
for approximately 40% of NSCLC clinical trials globally, 
with China and South Korea emerging as particularly 
prominent research hubs. 

Beyond the epidemiological aspect, APAC offers 
compelling operational advantages. Trials conducted in 
the region demonstrate significantly shorter recruitment 
durations than comparable trials in the U.S. and Europe. 
This acceleration is clinically meaningful in a competitive 
landscape where development timelines are often the 
difference between first-to-file and second-to-market. 
Specific molecular features also make APAC populations 
uniquely valuable for certain programs, including 
Japan’s never-smoker NSCLC rate of 33–40%, compared 
with 15% in Western populations.11 This makes the region 
strategically critical for programs targeting EGFR-driven 
disease and other pathways more prevalent in this 
patient subset. 

Successfully executing trials in APAC requires more 
than geographic reach. Factoring in the multiple distinct 
regulatory environments across Japan, China, South 
Korea, Taiwan, and Southeast Asian markets demands 
country-specific expertise, established relationships with 
regulatory authorities, and the ability to synchronize 
multi-country submissions without sacrificing speed. 
Sponsors who treat APAC as an afterthought risk 
leaving significant enrollment efficiency and scientific 
insight on the table. 
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What Are Some Considerations for 
Emerging Biotech Sponsors?   
For emerging biotech and biopharma companies 
bringing a lung cancer asset into clinical development, 
the complexity of the current landscape presents 
both a challenge and an opportunity. The challenge 
includes limited internal infrastructure, compressed 
timelines, and the need to make high-stakes decisions 
about biomarker strategy, trial design, site selection, 
and geographic scope — often simultaneously. The 
opportunity lies in the fact that a well-designed, 
efficiently executed lung cancer trial can generate 
transformative data that attract partnership interest, 
support regulatory interaction, and competitively 
position a program. 

The key is selecting the right development partner, 
one who brings both operational capabilities and deep 
therapeutic expertise in lung cancer. Sponsors benefit 
from partners who understand the molecular biology 
driving current development, have established site 
networks in key markets including APAC, can support 
adaptive trial designs and complex biomarker strategies, 
and provide the data transparency needed to make 
informed decisions at every stage of development.

Worldwide’s Commitment to Lung 
Cancer Development 
Lung cancer clinical development is among the 
most scientifically rich and operationally demanding 
areas in oncology today. The convergence of 
precision medicine, ADCs, bispecific antibodies, and 
combination immunotherapy strategies is creating 
a wave of development activity, and the imperative 
to include APAC as a central component of any 
global lung cancer program is clear. For sponsors 
navigating this environment, success requires deep 
therapeutic expertise, operational excellence, strong site 
relationships, and the flexibility to support innovative 
development strategies across all  
stages of development. 

Worldwide Clinical Trials brings this combination to 
every lung cancer program it supports. With more than 
4,000 professionals operating across 70+ countries, 
Worldwide delivers therapeutically dedicated oncology 
expertise, data-driven site and country selection, and 
a flexible service model that adapts to the needs of 
development-stage biotechs and emerging biopharma 
companies alike. From first-in-human studies to pivotal 
trials, Worldwide is built to support sponsors at every 
stage of the lung cancer development journey. 
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