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Why is more than one Phase 3 study usually conducted? 

It is considered necessary to attain marketing approval from a regulator such as the FDA. 

Although drug approval based on a single Phase 3 trial can occur, it is strongly 

recommended to have evidence from more than one study. The FDA Guidance for Industry 

entitled “Providing Clinical Evidence of Effectiveness for Human Drug and Biological 

Products”1 discusses the “quantity of evidence necessary to support effectiveness.” It 
states: 

“The usual requirement for more than one adequate and well-controlled 

investigation reflects the need for independent substantiation of experimental 

results. A single clinical experimental finding of efficacy, unsupported by other 

independent evidence, has not usually been considered adequate scientific 

support for a conclusion of effectiveness. “ 
 

Why would confirmation of efficacy require identical studies? 

 

It does not. The FDA Guidance document “Providing Clinical Evidence of Effectiveness for 

Human Drug and Biological Products”1 states: 

 “The need for independent substantiation has often been referred to as the 

need for replication of the finding. Replication may not be the best term, 

however, as it may imply that precise repetition of the same experiment in 

other patients by other investigators is the only means to substantiate a 

conclusion. Precise replication of a trial is only one of a number of possible 

means of obtaining independent substantiation of a clinical finding and, at 

times, can be less than optimal as it could leave the conclusions vulnerable to 

any systematic biases inherent to the particular study design. Results that are 

obtained from studies that are of different design and independent in 

execution, perhaps evaluating different populations, endpoints, or dosage 

forms, may provide support for a conclusion of effectiveness that is as 

convincing as, or more convincing than, a repetition of the same study.” 
 

The experience of Human Research Ethics Committees (HREC) dealing with investigational 

drug submissions is that it is more usual to have multiple Phase 3 studies that are not 

identical. For example, an investigational drug might be examined as: monotherapy or in 

combination with current therapy, in drug naïve or drug experienced participants, at 

different disease stages, or with different endpoints.  These trials can occur sequentially or 

concurrently and the totality of evidence is submitted to regulators such as the FDA in 

support of efficacy. An advantage is that the sponsor and the regulator are provided with 

information on efficacy and adverse events in different situations which might cover the 

range of the finally approved conditions of use and the indications. 

 

What is an argument for use of identical Phase 3 studies for substantiation of 

trial results? 

 

It can be argued that if the drug is intended for a single patient population, and there is an 

accepted standard of care treatment or no current treatment, and where the outcome 

measures are recognised as the standard assessment tools, then identical studies are an 

option. An example could be a drug being developed as adjunctive treatment to 

                                                           
1 http://www.fda.gov/downloads/Drugs/.../Guidances/ucm078749.pdf 
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cholinesterase inhibitors for mild to moderate Alzheimer’s Disease with an inclusion 

criterion of mild cognitive impairment and assessment by standard measuring instruments. 

In this case, the drug is not intended for severe Alzheimer’s Disease, it would not be used 

for any other indication, and it is added to a standard of care treatment. It can be argued 

within this scenario that identical and independent trials are the best option for 

substantiation of findings on efficacy and adverse events.  

 

However, even in a case with identical inclusion/exclusion criteria, dosing regimens and 

outcome measures it would be possible to have trials of different design. In the example 

above with Alzheimer’s Disease, there could be a parallel group design for both studies, 
but with one of the studies having a randomized start. This latter design is outlined in the 

FDA Guidance “Alzheimer’s Disease: Developing drugs for the treatment of early stage 
disease.”2 It states: 

“In this study design, patients are randomized to drug and placebo, and at 

some point, placebo patients are crossed over to active treatment. If patients 

in the trial who were initially on placebo then assigned to active treatment fail 

to catch up (after a reasonable period of time) to patients who received active 

treatment for the entire duration of the trial, a disease modifying effect of 

treatment would have been shown.”  
This example indicates that wider consideration of trial design could be used to conduct 

two trials that were similar, but not identical, and which provided different types of 

evidence for efficacy. 

 

What ethical considerations have arisen during Bellberry HREC assessments of 

identical  Phase 3 clinical trials? 

 

These varied according to whether the trials were to be conducted sequentially or 

concurrently. 

 

Sequential:  If the first trial is completed and analysed before the second trial commences, 

the participant information sheet, sample size, and safety monitoring can be modified as 

appropriate for the second trial. This provides a potential advantage for individual 

participants in the second trial. However, if the drug proves to be efficacious and 

appropriately safe, the extended time of development is a disadvantage for the wider 

patient population who are the target of the new drug. If each trial needed two years for 

completion, the time to possible market entry would be four years instead of two years. 

 

Concurrent:  Identical trials that commence concurrently, each having different sites and 

different Data Monitoring Committees, have the advantage over sequential trials of 

decreasing time to market entry if the test drug proves efficacious. However, they have 

the potential disadvantage compared with sequential trials that the sample sizes might be 

larger than needed and therefore more participants could experience adverse events. A 

counter argument is that replication is needed to examine adverse events just as it is 

needed to examine efficacy. It is possible that the adverse event profile in each trial could 

be different by chance and therefore, it cannot be assumed that more participants would 

experience the same adverse events in a concurrent design compared with a sequential 

design. 

   

Summary and Conclusions 

 

Identical Phase 3 trials may be acceptable to regulatory agencies, but there are ethical 

issues which arise during consideration by HRECs. Therefore, sponsors and investigators 

should argue the case for their decision to use identical studies, paying special attention to 

the ethical issues above. 

                                                           
2http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM338287.pdf 


