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A protocol is a study plan on which all clinical trials are based. The plan is carefully designed to safeguard the health of the participants as well as answer specific research questions. A protocol describes what types of people may participate in the trial, the schedule of tests, procedures, medications, and dosages, and the length of the study. While in a clinical trial, participants following a protocol are seen regularly by the research staff to monitor their health and to determine the safety and ef-fectiveness of their treatment
 
A clinical endpoint is the outcome that the protocol is designed to evaluate. In a research trial, a clinical endpoint refers to a symptom, sign or laboratory value that constitutes one of the target outcomes of the trial. A primary endpoint is the most meaningful result that is measured at the end of a study to see if a given treatment worked to the benefit of the patient. What the primary endpoint will be is decided before the study begins. The results of a clinical trial generally indicate the number of people enrolled who reached the pre-determined clinical endpoint during the study interval, compared with the overall number of people who were enrolled. Once a patient reaches the endpoint, he or she is generally excluded from further experi-mental intervention (the origin of the term "endpoint"). When an experiment involves a control group, the fraction of individuals who reach the clinical endpoint after an intervention is compared with the fraction of individuals in the control group who reached the same clinical endpoint, thus reflecting the ability of the intervention to result in the endpoint in question.
 
The ideal objective endpoint needs to be accurate (to measure what it's purporting to measure), precise (to measure the underlying quality with minimal error and minimal variability), reliable (a measurement made twice should produce the same results), and clinically relevant. There should be standardized equipment and techniques available with which to feasibly perform the measurement, as well as standardized interpretative strategies. Ideally, the endpoint would also be measured with minimal risk and be inexpensive and easy to perform.
 
In clinical trials, a surrogate endpoint (or marker) is a measure of effect of a certain treatment that may correlate with a real endpoint but doesn't necessarily have a guaranteed relationship. The National Institutes of Health (USA) define surrogate endpoint as "a biomarker intended to substitute for a clinical endpoint". Surrogate endpoints must be biologically plausible, reflect clinical severity, and correlate with true outcomes. They should also be responsive, such that the measurement changes in the anticipated direction either with disease progression or with an intervention. Surrogate markers are used when the primary endpoints of disease eradication and survival (which can take years to prove) or when the number of events is very small, thus making it impractical to conduct a clinical trial to gather a statistically significant number of endpoints. The FDA and other regulatory agencies will often accept evi-dence from clinical trials that show a direct clinical benefit to surrogate markers. The theoretical advantage of using validated surrogate outcomes in definitive trials in-cludes a considerable reduction in the sample size, duration, and, therefore, cost of clinical trials, and they can allow treatments to be assessed in situations when the use of primary outcomes would be excessively invasive or unethical.
 
Composite endpoints are used in studies of diseases that occur rarely or in studies that may require a sample size so large that the studies cannot be completed in a reasonable amount of time. A combination of measurements can be examined and assigned as a single endpoint. Components of the composite endpoint must be re-lated to a common pathophysiology and be closely related in the degree of severity. Composite endpoints can sometimes yield conflicting results that complicate interpretation of the study. 

