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Guidelines for Clinical Trial Registration.
Background. In 2005 the International Committee of Medical Journal Editors (ICMJE) announced that in order for clinical trial results to be considered for publication in journals that adhere to ICMJE standards, all clinical trials that start recruiting patients or volunteers must be registered with a public registry before the enrolment of the first subject. Details of the ICMJE requirement are described at the ICMJE website at http://www.icmje.org/. At this point the requirement for trials covered what was typically understood as a randomized clinical trial; so did not include phase I, or early proof of concept trials or observational type studies. This requirements have now changed and will be enforced from July 2008. This document explains what trial registration is, which studies need to register, what register to use and how to go about registering your study. 
Why the need to register? As outlined by the ICMJE, the purpose is "to promote the public good by ensuring that everyone can find key information about every clinical trial whose principal aim is to shape medical decision-making" and to foster conditions in which decisions about care "rest on all of the evidence, not just the trials that authors decided to report and that journal editors decided to publish".

How is "clinical trial" defined? Initially, the ICMJE http://www.icmje.org/ required registration of all clinically directive trials, which it defined as "any research project that prospectively assigns human subjects to intervention or comparison groups to study the cause-and-effect relationship between a medical intervention and a health outcome." In May 2005, the ICMJE clarified this definition to exclude preliminary trials designed to study pharmacokinetics or major unknown toxicity (phase 1 trials). However, the ICMJE recognizes the potential benefit of having information about preliminary trials in the public domain, because these studies can guide future research or signal safety concerns. 

Consequently, the ICMJE is expanding the definition of the types of trials that must be registered to include these preliminary trials and adopts the WHO's definition of clinical trial: 
"any research study that prospectively assigns human participants or groups of humans to one or more health-related interventions to evaluate the effects of health outcomes."
 Health-related interventions include any intervention used to modify a biomedical or health-related outcome (for example, drugs, surgical procedures, devices, behavioral treatments, dietary interventions, and process-of-care changes). Health outcomes include any biomedical or health-related measures obtained in patients or participants, including pharmacokinetic measures and adverse events. As previously, purely observational studies (those in which the assignment of the medical intervention is not at the discretion of the investigator) will not require registration. The ICMJE member journals will start to implement the expanded definition of clinically directive trials for all trials that begin enrollment on or after July 1, 2008. 
Note this important advice from the ICMJE:
"Those who are uncertain whether their trial meets the expanded ICMJE definition should err on the side of registration if they wish to seek publication in an ICMJE journal".

In summary:  
Any trial where interventions are assigned by the investigator should be registered, including health related measures and phase I studies. So this includes observational trials unless there is no assigning of interventions OR the observations are with the health worker rather than subject. If you are not sure: register! 
What about registering clinical trial results? Over the time during which registration of trial methods has become common practice, several forces have begun advocating for registration of trial results. The ICMJE recognizes that the climate for results registration will probably change dramatically and unpredictably over coming years. 

For the present, the ICMJE will not consider results posted in the same primary clinical trials register in which the initial registration resides as previous publication if the results are presented in the form of a brief, structured (<500 words) abstract or table. The ICMJE favors a standard abstract format for results reporting, and the CONSORT (Consolidated Standards for the Reporting of Trials) group’s forthcoming guidelines for abstracts related to trials may be one such option. The ICMJE believes that parties
interested in results registration should consider requiring the deposition of such an abstract in the registry 24 months after closure of data collection if results are not published in a peer-reviewed venue by that time. The registered abstract should either cite any related full, peer-reviewed publications or include a statement that indicates that the report has not yet been published in a peer-reviewed journal. Researchers should be aware that editors may consider more detailed deposition of trial results in publicly available registries to be prior publication. When submitting a paper, authors should fully disclose to editors all posting in registries of results of the same or closely related work.

Does the need to register trials apply only to industry-sponsored clinical trials? No. It makes no difference who the sponsor is or whether there is an external sponsor.

Which trials registries are acceptable to the ICMJE? The ICMJE (http://www.icmje.org/faq.pdf) has a full list of registries on their website. However as a Wellcome Trust funded site we, in most instances, should follow their requirements (see section on Wellcome trust below).
Who is responsible for registering a trial?
1. Industry or PPP sponsored trials 
Where there is a contract between the industry or PPP (such as IAVI, MMV, MVI, DNDi) sponsor and the programme.  The sponsor should register the trial and this is typically the product manufacturer. This should be agreed before a contract is signed. Before enrolling study subjects, every PI should ensure the industry sponsor has registered the trial. The PI should also check the registry to ensure that all ICMJE minimal data set elements are included in the registration. 
2. Investigator-initiated trials 
(a) Where industry has supplied the study drug or grant funds, the trial should be registered by the lead PI, through the sponsoring institution (e.g. The University who employs the PI). OR (b) Where the trial is either unfunded or funded through a grant from non-profit sources, or internal sources, the trial should be registered by the lead PI or through the sponsoring institution (typically the PI’s employers). (c) Where there is no external sponsor (i.e. the funds came straight to the trial site and no other external body is acting as sponsor) then the PI is sponsor and can register by following the requirements for this below.
3. Multi-site trials – 
Registration should be coordinated among the study sites and registered by the "lead sponsor" to avoid multiple registrations.

My trial is funded through a source where the funders are not able to register my trial? 
You will need to register through ISRCTN or Clintrial.gov. ISRCTN is accessed through the on-line application at http://www.controlled-trials.com/isrctn/submission/ . You can log-in immediately and register your trials. Once the form has been submitted, you will get an email confirming receipt of your application, which you may print out for your records if you wish. The ISRCTN editorial office will then check whether the application is eligible. An administrative charge will then be requested – the 2007 rate is £132 per trial (US$255/€195 based on April 2007 exchange rates). All users will have permanent free access to the information in the ISRCTN Register. If you have any questions about the registration process, please feel free to email info@isrctn.com 

Does the local Research Ethics Board need to approve the study before it is registered? 
No. Registry allows for trials to be registered 'pending' ethics approval. However, once a trial has been approved by the REB, the registry must be updated with the REB approval number.

How can I find out more about clinical trial registration?
ICMJE - to find out more about the registration requirements of the International Committee of Medical Journal Editors (ICMJE) refer to: 

· http://www.icmje.org/clin_trial.pdf (Initial ICMJE Statement) 

· http://www.icmje.org/icmje_response.pdf (May 2004 Update) 

· http://www.icmje.org/clin_trialup.htm (May 2005 Update) 

· http://www.icmje.org/clin_trial07.htm (June 2007 Update) 

What is the relationship between the ICMJE trials policy and the 
ongoing WHO trials registry effort? 
In September 2005, the ICMJE implemented a policy that requires registration of clinically directive trials. The WHO is also working towards the implementation of an international trials registration process. Although several editors of ICMJE journals are independently involved as advisors to the WHO process, the two efforts are separate. The ICMJE welcomes the WHO initiative and is following its progress closely. When the final WHO policy is available, the ICMJE will determine whether to revise the ICMJE requirements to correspond to the WHO requirements. At present, the ICMJE expects investigators who wish to publish in ICMJE journals to adhere to the current ICMJE trials registry policy as documented on this web site (see May 2005 editorial and Frequently Asked Questions for details of the current ICMJE policy including the definition of applicable trials, acceptable registries, timing of registration and required data items). 

Do I need to register my study if the subjects were health care providers and not 
patients? 
Some trials assign health care providers, rather than patients, to intervention and comparison/control groups. If the purpose of the study is to examine the effect of the provider intervention on the health outcomes of the providers’ patients, then investigators should register the trial. If the purpose if to examine the effect only on the providers (for example, provider knowledge or attitudes), then registration is not necessary. 




























