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Role of Comparators in Clinical Trial Designs 

 
CSI analyses the role of comparators in different trial designs and offers 

expert advice on robust methodology for choosing the most appropriate 

comparators. 

Case studies provide real insight on how to choose comparators for rare 

diseases and oncology studies. 

 
 

Drug development is a very complex, long 

and expensive process. Once a suitable 

molecule is identified then clinical trials 

are undertaken to establish the effect of 

an intervention. 

Treatment effects are efficiently isolated 

by controlling for bias and confounding 

and by minimizing variation. Key features 

of clinical trials that are used to meet this 

objective are randomization (possibly with stratification), adherence to intent-to-treat (ITT) 

principles, blinding, prospective evaluation, and use of a control group. Compared to other types of 

study designs (e.g., case-control studies, cohort studies, case reports), randomized trials have high 

validity but are more difficult and expensive to conduct. 

The gold standard of any scientific evidence is data generated from a ‘randomized control 

trial’ (or RCT). In these studies, a pool of patients is randomly assigned to two groups that receive 

different treatment. A ‘Experimental’ group will receive the investigational medicinal product (IMP) 
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and a ‘Control’ group can receive a range of different interventions. The most commonly utilized are 

a ‘Placebo’ – an inert compound that has no effect on the endpoints measured, and an ‘Active 

Comparator’ – usually the Standard of Care (SOC) for the indication being tested for. The choice of 

medication of the control group depends on the nature of the disease. For example, oncology 

patients are always put on medication for ethical reasons. 

 

 
The end goal of these types of trials is to measure the differences in endpoints between the 

groups to test the efficacy and safety of the investigational therapy. 

Placebo controlled trials have generally been the standard for late phase clinical trials. 

They have the benefit of being 

• easier and cheaper to run than active comparator-controlled trials 

• they can operate with smaller groups of patients as the observed difference should 

be larger between a placebo group and the experimental group so the statistical 

power will still be large for smaller groups and 

• placebos are nearly always significantly cheaper than active medicinal products. 
 

 

 

 
Why are active comparators used in clinical trials? 

 
A good question then is why are active comparators being used more and more often on 

late stage clinical trials? There are several reasons for this increase; 

• Ethical Considerations: Many trials are now in life threatening indications, with 

oncology the fastest growing sector, for these conditions it is unethical to withhold 

treatment if a therapy is available in the market 

• Regulatory Approval: Regulators are increasingly cautious about approving new 

therapies that are less effective than treatment already available on the market 

• Competitive Advantage: A clinical trial can be an important way to demonstrate 

‘added value’ of an IMP compared to the current standard of care – be this 

increased efficacy and better endpoints, reduced side effects, or a smaller price tag 

without drastically worse efficacy



Important Questions to Address When Sourcing Comparators 

 
Comparators are a key component to the smooth running of a trial. Choosing an unsuitable 

product or sourcing strategy can delay patient initiation, derail study timelines or disrupt an ongoing 

trial potentially affecting the validity of data gathered. 

Purchasing of comparator medication can be a significant portion of total trial expenditure. 

This is expected to increase as expensive biologics, such as monoclonal antibodies, are increasingly 

being used as first line therapies in many indications – especially oncology. It is therefore pertinent 

that comparator selection and sourcing strategy are decided upon early in the study protocol design 

process. Doing so has the benefit of minimizing the supply chain risk whilst maximizing the possibility 

of cost savings and safeguarding the progress of your trial. 

 

1. Protocol Analysis 
• What quantity of comparator(s) is required? 
• How will the comparator(s) be used? 

2. Comparator evaluation 
• Which comparator is required for the trial? 

• When is it needed? What is the timeframe and duration of the study? 
• Is there a generic form of the product available? What does the client prefer? 
• Who is the manufacturer and where is the product manufactured? 
• What is the indication? Rare? Common? How much product is produced? 
• Any other medicines required? 
• Manufacturing challenges? 

3. Countries participating in the Trial 
• which countries participate in the trial? 
• What documentation is required for import/export? 
• Is the comparator registered in those countries? 
• How much product can the local market supply and at what price? 

4. Regulatory requirements 
• What are the regulatory requirements? 
• What documents/license are required? 

5. Import/export requirements 

• How difficult is it to import and export comparator? How long does it take? 

• Define the complete list of documents required 
6. Cost considerations 

• What are the financial costs associated with the different sourcing solutions? 

• What is the human capital cost associated with managing the sourcing solutions? 
 

Addressing comprehensively and effectively each one of the above questions will result in a well 
planned and executed supply chain that will contribute to the successful outcome of your study. 

 
Lack of comparators can be a significant rate limiting step in the conduct of a clinical trial and when 
rapidly available can enable successful and timely start up of sites. 



With this in mind, we are presenting below two studies that we have recently conducted, and we 
analyse and present the challenges and the methodology we undertook to evaluate sourcing options 
and present the most appropriate and robust solutions to our clients. 

 

Global Phase 3 trial of medullary thyroid cancer- Sourcing a Rare Disease Medication 

Directly from the Manufacturer 

Request 

A client requested CSI to source a large quantity of a medication for treatment of medullary thyroid 

cancer for a global Phase 3 trial. The client also requested a complete suite of documents for 

import/export into countries all over the world (Certificate of Analysis, first leg documents, Pedigree, 

GMP and GDP certificates) 

CSI Approach 

CSI undertook an extensive research to establish product availability and evaluated all potential 

sourcing options. Given the nature of the medicine, consumption, timeframe and all requirements in 

mind we concluded that the best course of action was to leverage our relationship with the Market 

Authorization Holder (MAH) to source directly from them with full study disclosure. 

CSI put all the legal framework in place to ensure confidentiality for all parties involved along with 

continuity of supply and support of availability of medication for the duration of the study. 

• Manufacturer can provide all documentation for medicines supplied 

• As a rare disease medication, supply of product is limited and therefore sourcing from 

manufacturer was the best way forward 

The trial required several resupplies. These had to be timed with manufacturing runs as this was 

when MAH had stock available to supply. This required significant co-ordination between MAH, CSI, 

and client to align packaging runs and trial supplies, packaging and global distribution. 

Challenges and Results 

Alignment of trial resupplies with manufacturing runs required very close collaboration due to the 

scarcity of the product. Delays in supply of product would push back packaging runs costing money 

and even more important potentially leaving sites without medication. As an expensive product, 

over estimating trial requirements could potentially mean a significant amount of wasted expense. 

In addition, there was no alternative route to source the product. 

Furthermore, CSI engaged in extensive discussions with manufacturer to ensure that all REMs 

specified in the product license were covered in the protocol of our client and that would be 

adequately addressed. This was a fundamental requirement from the MAH to ensure proper use of 

the product. Thanks to our scientific expertise and longstanding expertise in clinical trials, CSI was 

well positioned to provide sufficient information. 

The production of medicine is limited therefore sponsor had also to be flexible and intensely project 

manage their requirements while at CSI we provided robust projections of resupply. 

The outcome was a successful delivery of a very expensive and in low availability product that 

enabled a global phase 3 study to run successfully all over the world. 



 
 

 

Supplying Specific Tested Batches of Oncology Product from the Market 
Request 

Client approached us with a very specific request to test samples 

of an expensive oncology product and then purchase the same 

batches that had passed the testing stage. This was a challenging 

request as it required visibility of batches currently on the market 

before purchasing. This is only possible in certain markets where 

product availability is moderate. Due to the nature of the trial the 

client was not willing to disclose trial details and required 

documentation (Certificate of analysis and pedigree). 

 

 
CSI Approach 

Without the possibility of disclosure, we had to source from the 

open market. This was challenging because we had to fulfill four 

requirements: 

• batch testing 

• advance visibility of batch 

• product of specific batch available 

• documentation 

The most effective solution was to work with our audited suppliers with a ‘hit list’ of batches that 

had a positive result from testing. This relied on working closely with suppliers in markets where 

batch visibility and documentation is possible, to keep an up to date list of what batches are on the 

market at a given time, and if they have had a positive or negative test. 

Challenges and Results 

A sourcing strategy such as this is dependent on very close communication between client, CSI, and 

suppliers. As the suitable markets usually have limited availability, product had to be collected over a 

period of time before being delivered to the client. At all times the most important thing was to 

guarantee a stable supply chain to the client and ultimately the patient. 

CSI leveraged all good relationships with suppliers to keep stock on hold with the promise to 

purchase if the batch testing was successful. Such undertaking is only possible when there is mutual 

trust, understanding of the specific requirements and a united team with the grit and perseverance 

to deliver for the benefit of the patient. 

 
Conclusion 

These case studies demonstrate how important it is to appropriately plan the sourcing 

strategy for comparator medication; they are very different requests and require different sourcing 

approaches. The common thread is that all projects require close collaboration with multiple 

stakeholders (trial sponsor, suppliers, MAH, couriers etc.) involved in the sourcing and delivery 



strategy. Miscommunications or incompatible expectations at an early stage can easily snowball and 

become serious issues if not addressed appropriately early. This is the key reason why decisions on 

comparator selection and sourcing strategy need to be taken at an early stage, ideally during 

protocol analysis, so that the strategy can be tailored to trial requirements and stakeholders 

adequately briefed. 

In addition, the scientific expertise of CSI give confidence to manufacturers when evaluating our 

requests for product supply. 

At CSI we take pride successfully delivering challenging requests: our team of scientific experts are 

all specialists at protocol analysis and strategizing for comparator sourcing. The goal is to create a 

bespoke solution for every trial that adequately fits your trial requirements – ultimately 

safeguarding the progress of science through robust supply chain management and comparator 

sourcing. 
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