
SEPTEMBER 2020

© 2020 Syneos Health®. All rights reserved.

PART II OF A SYNEOS HEALTH® SERIES ON NEW 
ONCOLOGY COMMERCIALIZATION STRATEGIES

Indication 
Prioritization  
in Oncology:
A Practical Approach  
to Launch Sequencing



Scientific and technological advances are 
revealing tumors in different tissue types 
may share a similar etiology or may be 
vulnerable to therapeutic intervention  
via a common mechanism of action (MOA) 
or pathway.

Precision medicine treatments that target 
specific biomarkers and gene mutations 
which may become actionable are being 
investigated in multiple malignancy types.

Treatment paradigms in oncology are 
changing rapidly due to an increasing 
number of drug approvals, necessitating 
a need to strategically plan indication 
launches and to move rapidly toward 
therapeutic advances. 

Opportunities for accelerated approvals, a 
large number of potential indications (there 
are over 150 types of cancer), low generic 
penetration and high reimbursement levels 
also incentivize companies both to develop 
new oncology therapies and obtain additional 
indication approvals for existing ones.

Multi-indication portfolio planning has 
become a key part of oncology drug 
development, and oncology drugmakers today 
can expect to mount a sequence of indication 
launches over the life cycle of their asset. As 
they do so, patients benefit from additional 
treatment options, and the research involved 
advances the understanding of these 
diseases. Yet, having multiple opportunities 
also tasks executives and researchers to set 
priorities and craft a well-defined approach to 
launch sequencing that is, at once, farsighted 
and sufficiently practical to leverage current 
marketplace opportunities.

Commercial teams in charge of oncology products are grappling with 

rapid changes in the regulatory, clinical and commercial landscape in 

which they operate. A number of these have specific implications for 

oncology portfolio planning and indication launch sequencing. Some 

examples are listed below. 

This report is the second in a series that is exploring commercialization challenges specific to cancer therapeutics on the frontiers 
of biological sciences. Part I in the series explored Clearing a Path for Novel Oncology Therapies in a Post-Pandemic World. Upcoming 
articles will take up other aspects, including the extent to which emerging Chinese biopharmaceutical companies will reshape the 
global competitive environment.

https://www.syneoshealth.com/insights-hub/clearing-commercial-path-novel-cancer-therapeutics-post-pandemic-world
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Introduction
Oncology, the second largest therapeutic market in the U.S., is growing 
significantly faster than the pharmaceutical sector overall (14 percent to 
17 percent versus four percent to eight percent annually, according to 
recent estimates).1 Over the last six years, Food and Drug Administration 
(FDA) approvals of therapies in oncology and malignant hematology have 
increased significantly, from 19 in 2014 to 45 in 2019. Notably, many of these 
approvals are for new indications for existing therapies, a trend beginning to 
dominate oncology drug approvals (Fig. 1). While in 2014 the split was close 
to 50:50 (47 percent novel therapies verus 53 percent of indication expansion), 
FDA approvals in 2018 and 2019 for expanded indications of existing therapies 
represented 65 percent and 67 percent, respectively, of the total.2

In response, companies in the oncology space are focusing on both 
growing their oncology business through novel therapies as well as 
indication expansion of existing products. They are also being incentivized 
to continue investing in research and development by a number of factors 
related to the unique dynamics of the oncology market. These include 
specifics of the disease state and treatment, market attractiveness and 
high product cost and reimbursement.
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In response, companies in the oncology space are focusing on both 

growing their oncology business through novel therapies as well as 

indication expansion of existing products.
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Figure 1. Oncology/Malignant Hematology Indication Expansion Versus Novel Therapy Approvals (2014-2019)

Year % Novel Versus Total % Indication Expansion 
Versus Total

2014 47% 53%

2015 45% 55%

2016 26% 74%

2017 27% 73%

2018 35% 65%

2019 33% 67%



Market Growth and Indication 
Expansion Reflect Both Need  
and Opportunity 
With cancer as the second leading cause of death 
worldwide, the strong demand for new oncology 
therapeutics reflects urgent, long-standing needs for 
greater improvements in patient survival and reductions 
in adverse effects. In addition, unlike many other 
medications, some cancer drugs show activity in multiple 
tumor types. Tumors in different tissue types may share 
a similar etiology or may be vulnerable to therapeutic 
intervention via a common mechanism of action (MOA) 
or pathway. With personalized medicine, treatments 
targeting specific biomarkers and gene mutations can 
be investigated in multiple malignancy types, which 
may result in additional therapeutically actionable 
biomarkers. The increasing number of new drug 
approvals means that treatment paradigms are changing 
rapidly, which, in turn, is driving the need for further 
innovation and therapeutic advances. 

Market factors that make indication expansion attractive 
include the ability to distribute development costs of new 
therapies across an expanded usage base. The marketing 
costs of launching additional indications are typically 
incremental to costs already sunk while commercializing 
the first one. For already-launched products, new 
indications provide an additional revenue stream. 
Opportunities for accelerated approvals, a large number of 
potential indications (there are over 150 types of cancer), 
low generic penetration and high reimbursement levels 
also incentivize companies to both develop new oncology 
therapies and pursue additional indication approvals for 
existing ones. 

Under these circumstances, attractive opportunities exist 
for both large and small companies. Established players 
can expand their market share, leveraging existing assets 
through the addition of combination therapy regimens or 
expanding into new indications to treat other malignancies. 
New market entrants have many different options, 
such as focusing on rare cancers, indications with fewer 
competitors or even targeting larger, more competitive 
indications with novel MOAs and improved efficacy. 

Multiple Potential Indications 
Means Setting Priorities
Established players and smaller start-up companies may 
differ in the types of resources and levels of investment 
they can make in their oncology programs, but all face a 
similar strategic challenge: selecting which indication 
to seek first and which ones should follow. Getting this 
sequence right is an important key to commercial success.

Multi-indication portfolio planning, therefore, has become 
a key part of oncology drug development, and oncology 
drugmakers today can expect to mount a sequence of 
indication launches over the life cycle of their asset. As they 
do so, patients benefit from additional treatment options, 
and the research involved advances understanding of 
these diseases. Yet, having multiple opportunities also 
tasks executives and researchers to set priorities. 

Successfully launching new oncology drugs today 
increasingly resembles a master-level game of chess: 
great players always must be thinking several moves 
ahead. Examples of successful indication expansion and 
key principles underlying their success can be seen in the 
histories to date of Keytruda® (pembrolizumab, Merck & 
Co., Inc. ) and Revlimid® (lenalidomide, Celgene Corporation, 
Bristol Myers Squibb [BMS]). Both products reached the 
market faster due to their carefully selected prioritization 
of indications. 

Since 2014, the percentage of  
cancer therapies receiving  
accelerated approval averaged 

26%  per  
year.2
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Keytruda: A Case Study of Indication Sequencing Complexity

Merck’s blockbuster, Keytruda, exemplifies how powerful 
indication sequencing decisions can be. As of this writing, 
it has 16 separate U.S.-approved indications and is being 
tested in more than 500 clinical trials. Yet, in 2009, Merck 
initially saw no indication opportunity that would justify 
its development, and briefly put the product on a list of 
products to out-license.4

In 2012, however, Merck reevaluated Keytruda’s potential 
when commercial intelligence suggested that Opdivo®, a 
molecule with the same MOA as Keytruda, had promising 
results in advanced/metastatic melanoma, as well as 
potential in a broad range of other tumor types. One of those 
other tumor types was advanced non-small cell lung cancer 
(NSCLC), a much larger population with high unmet need and 
an indication that could provide blockbuster revenues. 

Seeing new potential in Keytruda, Merck decided to 
recommit funding and set research priorities to accelerate 
development and “catch up” to Opdivo. But which 
indication to pursue first? Of the options available, 
melanoma seemed to offer the fastest means of getting 
Keytruda into clinicians’ hands. Other markets were larger, 
but with few effective treatment options at that time, 
melanoma demonstrated both a high degree of unmet 

clinical need and, from a commercial perspective, a market 
with limited competition. 

Importantly, as a rare disease, melanoma also allowed 
Merck to apply for the FDA’s newly developed accelerated 
regulatory review process for orphan drugs and rare 
diseases. The choice proved wise. In January 2013, the 
FDA designated pembrolizumab as a “breakthrough 
therapy” based on preliminary evidence of clinical activity 
in patients with unresectable or metastatic melanoma, 
previously untreated with or refractory to ipilimumab. In 
2014, based on positive data from the open-label dose-
comparative cohort of the KEYNOTE-001 Phase Ib trial (ORR 
24 percent), Keytruda obtained an accelerated approval 
for second-line treatment of patients with unresectable or 
metastatic melanoma and disease progression following 
Yervoy® (ipilimumab) and, if BRAF V600 mutation positive, a 
BRAF inhibitor, becoming the first PD-1 inhibitor approved in 
the U.S. for melanoma.5

After this critical milestone, Merck then pursued and 
received approval for 15 additional indications, including 
advanced/metastatic NSCLC in 2015. Notably, 13 indications 
received accelerated approval (per table below, only  
two indications out of 16 did not).

Since 2014, the percentage of  
cancer therapies receiving  
accelerated approval averaged 

26%  per  
year.2
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Table 1: Keytruda Approval History 

Approval  
Date2 Tumor Type2,6 Accelerated  

Approval2

1 9/4/2014 Melanoma

2 10/2/2015 Non-Small Cell  
Lung Cancer (NSCLC)

3 8/5/2016 Head and Neck Squamous  
Cell Cancer (HNSCC)

4 3/14/2017 Classical Hodgkin  
Lymphoma (cHL)

5 5/18/2017 Urothelial Carcinoma

6 5/23/2017 MSI-High Cancer

7 9/22/2017 Gastric Cancer

8 6/12/2018 Cervical Cancer

Approval  
Date2 Tumor Type2,6 Accelerated  

Approval2

9 6/13/2018 Primary Mediastinal Large B-Cell 
Lymphoma (PMBCL)

10 11/9/2018 Hepatocellular Carcinoma (HCC)

11 12/19/2018 Merkel Cell Carcinoma (MCC)

12 4/19/2019 Renal Cell Carcinoma

13 6/17/2019 Small Cell Lung Cancer (SCLC)

14 7/20/2019 Squamous Cell Carcinoma of 
Esophagus (ESCC)

15 9/17/2019 Endometrial Carcinoma

16 4/28/2020 Adult Indications: Additional Dosing 
Regimen of 400 mg Every 6 Weeks  



The strategy of first pursuing the indication with the shortest path to approval paid off. Keytruda’s revenue soared from 
$48M in 2014 to $6.3B in 2019 in the U.S.,7 with total global sales reaching $11B in 20198 (Fig. 2). Notably, sales of its first 
indication accounted on average for only 12 percent of the drug total sales since 2015. Keytruda’s revenue is mainly driven 
by its second approved indication (NSCLC), which brought, on average, 77 percent of total sales since 2015.7

Another Example: Revlimid
Solid tumor treatments are not the only ones where indication approval sequence matters. Revlimid represents an 
example of hematologic malignancy therapies with multiple approved indications. 

Revlimid pursued its first approval in 2005 for a rare, narrowly defined malignancy: patients with transfusion-dependent 
anemia due to low- or intermediate-1-risk myelodysplastic syndromes (MDS) associated with a deletion 5q cytogenetic 
abnormality with or without additional cytogenetic abnormalities. At the time, supportive care was the main treatment 
option for patients with this disease. Consequently, Revlimid was designated an orphan drug, and the application obtained 
a priority review.2

Celgene (which is part of BMS as of November 2019) continued pursuing new indications to treat rare cancers. As a result, 
Revlimid was designated an orphan drug in all of its five approved indications,9 and three of its applications were granted a 
priority review2 (Table 2). 

Figure 2. Keytruda Sales By Indication, MM
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Table 2. Revlimid Approval History

Revlimid U.S. sales grew from $2.9M in 2005 to $7B in 2019.7 Its global sales reached 11.1B in 2019.7 Similar to Keytruda, the 
drug’s second indication (in this case, multiple myeloma) has been the largest contributor to the total revenue, accounting 
for an average of 86% of total sales since 20077 (Fig. 3).

Figure 3. Revlimid U.S. Sales By Indication, MM
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Approval Date Tumor Type10 Orphan Status Priority Review

12/27/2005 MDS

6/29/2006 Multiple myeloma

6/05/2013 Mantle cell lymphoma (MCL)

5/28/2019 Follicular lymphoma (FL)

5/28/2019 Marginal zone lymphoma (MZL) 



In particular, we have found that a useful approach is to collaboratively 

examine an oncology asset, early in its development, from both 

commercial attractiveness and technical feasibility perspectives.

A Practical Approach  
to Launch Sequencing
As these examples demonstrate, careful selection 
of first indications is critical to maximizing product 
value over its life cycle.

For example, narrow-niche tumor indications 
with small patient volumes may allow for higher 
price points or a faster-to-market approach. 
While high-prevalence tumor indications offer 
significant opportunity, they also carry with 
them a myriad of challenges, from questions of 
stepwise use, combinations with existing agents, 
intense competition for study participants/
investigators and use once marketed, all the way 
to potential contracting and pricing pressures. 
Similarly, pursuing a biomarker strategy may limit 
the total number of patients who might benefit 
and has the potential to slow trial enrollment. 
However, this must be weighed against key 
benefits such as the potential likelihood to 
increase demonstrated benefit and preference 
from payers for a product they know has a higher 
likelihood of patient benefit.

Launching a product with several potential future 
indications requires companies to be agile and 
nimble while managing a complex decision-
making process, along with practical ways to 
systematically identify and analyze which key 
issues matter the most. While there are no magic 
formulas that work in all cases, over the course of 
more than 4,000 oncology-related engagements, 
Syneos Health Consulting has developed strategic 
frameworks that may help reduce the task to 
manageable proportions, help set priorities and 
streamline decision-making. 

In particular, we have found that a useful approach 
is to collaboratively examine an oncology asset, 
early in its development, from both commercial 
attractiveness and technical feasibility perspectives.

Based on these examples, companies should take 
into consideration commercial opportunity and 
feasibility of each indication to maximize product 
value over its life cycle. 

INDICATION PRIORITIZATION IN ONCOLOGY
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Commercial Attractiveness
Success of a new product in its future indications depends on product differentiation, commercial 
opportunity, potential synergies and market access. Therefore, the following market factors should be 
carefully assessed in the early stages of commercialization strategy development when selecting indications. 

Unmet Need
Cancer has a high mortality rate and there is still a great need 
for more effective treatments. Targeting disease states with 
high unmet need can help achieve a more rapid product 
uptake when there are a limited number of efficacious therapy 
options available. This strategy can also open the door to 
expedited review and approval, allowing patients earlier 
access to a new therapy.

Time to Market and Peak Utilization 
With accelerated approvals reducing time to market, companies 
have the opportunity to start recognizing earlier return on 
investment while benefiting from longer patent protection. 
Therefore, it is important to evaluate factors that can impact time 
to market and product uptake for each considered indication, 
including the time needed to complete clinical trials, potential 
changes in physician prescribing behavior and anticipated 
impediments associated with product-related adverse effects 
or perceived administration challenges for each indication.

Additionally, when considering a multi-indication strategy, 
companies should evaluate each indication for the potential 
to qualify for FDA-expedited programs such as fast track, 
breakthrough therapy, accelerated approval and priority 
review, which can provide significant timing benefits. 

Revenue Potential 
Factors that inform the commercial opportunity for a multi-
indication strategy include (but are not limited to) the size of 
patient population, the competitive landscape and pricing 
potential. Both small and large markets with a varying number 
of competitors present both benefits and implications to keep 
in mind, such as: 

•   Patient population. Disease states that affect a small 
patient population may appear to offer low commercial 
potential. However, these markets usually have fewer 
competitors, which can lead to a higher anticipated 
market share. There may also be opportunity to obtain 
orphan drug designation, if qualified, that will provide 
financial incentives and eligibility for seven years of 
marketing exclusivity

•   Competition. Cancers that impact a large patient 
population (e.g., cancer of the breast, prostate, colon, etc.) 
are well studied and usually have a number of existing 
treatment options. However, these therapeutic areas tend 
to be fragmented, providing opportunities to target specific 
groups of patients with unmet need (e.g., using a biomarker 
strategy) that justifies entering a highly competitive market

•   Pricing potential. When prioritizing indications and 
evaluating markets, a pricing strategy should also be 
taken into account. From a revenue potential perspective, 
launching the first indication in an orphan/rare market 
with limited existing treatment options can be an attractive 
opportunity as it may allow for a more aggressive pricing 
strategy and generate significant revenue despite the small 
size of a treated patient population. At the same time, the 
company should also keep in mind a long-term perspective 
and consider how the initial price may impact product 
uptake in consecutive (later) indications, particularly if 
these indications target larger populations with multiple 
treatment options

Market Access
Early market access and reimbursement are among the critical 
success factors for a new drug in a rapidly developing oncology 
market. Therefore, when deciding on indication sequencing 
key factors to consider, include payer and pathways risk 
evaluation, and payer perspectives on the value of your 
product. Anticipating the future access environment for your 
molecule in each indication evaluated may help in selecting 
indications which improve chances of commercial success. 

Investment 
Evaluating research and development investment 
requirements, which is primarily driven by clinical trial 
duration and size, helps prioritize investment decisions. To 
inform investment requirements, additional consideration 
should be given to trial design such as the impact of 
inclusion/exclusion criteria on trial recruitment, the influence 
of the primary endpoint on trial duration and the cost of 
acquisition if combination regimens are considered. Even 
within tumor types, indications can vary significantly based 
on investment costs. As an example, an adjuvant trial may 
require a larger and longer trial, hence higher investment, 
compared to a metastatic trial.

Synergies
One of the important steps in the commercial development 
planning is evaluation of synergies within a company’s 
portfolio. When home office and field teams have well-
established relationships with key opinion leaders and 
prescribing physicians based on other products among the 
company’s offerings, this can reduce the level of additional 
investment needed for successful product launch. This 
approach may drive greater net present value (NPV) 
compared to other options, which may require greater 
resource investment.
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Conclusion
As companies increasingly adopt a multi-indication approach to oncology drug 
development and commercialization, the potential permutations and combinations 
of factors to consider grow exponentially. While it may never be possible to analyze all 
contingencies, the framework outlined here can help early development teams parse 
out those factors that most powerfully maximize product value over the duration of an 
oncology product’s life cycle. Importantly, the process calls for much earlier engagement 
of commercial and market access expertise compared to the traditional development 
model. Careful application of this disciplined analytic framework can reveal potentially 
overlooked opportunities to accelerate time-to-market, differentiate your product, 
optimize pricing and improve overall oncology portfolio success.

Technical Feasibility
Another criterion for evaluating indication prioritization is technical feasibility, which includes 
assessment of research and development requirements against the probability of clinical and 
regulatory success. 

Clinical Evidence
Prioritizing indications with the best ability to generate the 
required clinical evidence will assist in identifying those with 
the lowest clinical risk. 

•   Differentiation over standard of care. MOA and 
preclinical evidence can help identify indications where an 
asset may provide discernible points of difference compared 
to standard of care and/or other therapies in development. 
If there is a risk in not being statistically more efficacious 
than standard of care, a company should evaluate the 
implications of being perceived as a “me-too” product and 
deprioritize indications with poor differentiation potential

•   Ability to meet primary endpoints. A key factor in 
indication prioritization is the probability of a product 
meeting the primary endpoint and demonstrating the 
efficacy needed for approval and future use by oncologists. 
This evaluation is primarily scientific, although, as 
appropriate, companies should discuss with the FDA 
opportunities to use primary endpoints that would accelerate 
clinical trial completion and increase the likelihood of success 

•   Availability of trial subjects and investigator sites. 
Patient accrual can be a rate-limiting step in conducting 
trials in pursuit of new indications, particularly if 

prevalence of a particular tumor type or biomarker is low 
or if multiple companies are competing for a desirable 
patient population. Similarly, the pool of potential qualified 
investigators and sites may be more limited for some 
indications than for others. Extra consideration may also 
be required for ex-U.S. sites, especially since the availability 
and reimbursement of oncology therapeutics in other 
countries has an impact on trial enrollment rates and ability 
to hit trial milestones. For example, in countries where 
Opdivo or Keytruda are only reimbursed in the 2L+ setting, 
enrolling a 2L trial where patients have progressed on a 
PD-1/L1 inhibitor will not be successful. This factor may 
influence the indication that is ultimately selected  

Internal Experience and Expertise
Indications in which a company has significant experience 
and expertise should be considered first to leverage a high 
level of understanding of the disease. This can enable more 
thoughtful clinical trial design, which can translate into 
efficiencies for both design and execution. Examples of such 
efficiencies include allowing optimal patient selection and 
rapid enrollment of key trial sites.
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