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Clinical Trial Registration (Updated February 1, 2009)

Why register?

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 on or after July 1, 2005 must be registered with a public registry before the enrolment of the first subject. Ongoing trials not registered at inception will be considered by the ICMJE for publication if they are registered before September 13, 2005. All trials with recruitment completed before July 1, 2005 need not register.
Details of the ICMJE requirement are described at the ICMJE website at http://www.icmje.org/
Included among the ICMJE are the following member journals:
Canadian Medical Association Journal 

Journal of the American Medical Association 

New England Journal of Medicine 

The New Zealand Medical Journal 

The Lancet 

Annals of Internal Medicine 

Croatian Medical Journal 

Dutch Journal of Medicine 

Journal of the Danish Medical Association 

Annals of Internal Medicine 

The Medical Journal of Australia 

Norwegian Medical Journal 

Archives of Internal Medicine (effective March 1, 2006) 

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".

Is it mandatory by The University of Manitoba Research Ethics Boards?

The University of Manitoba at this time is not enforcing mandatory registration as we await direction from regulatory authorities.  However, in the interim, we will ask researchers to identify during the initial application process whether there is intent to register the trial and to forward, if relevant, the registration number to the REB office.  Researchers will also be asked to provide rationale why an applicable trial will not be registered by the sponsor or lead Principal Investigator (PI).

Note: If you anticipate a submission to one of these major journals, you must seriously consider registering your trial in one of the registries identified in section “Which trials registries are acceptable to the ICMJE?” 
How is "clinical trial" defined?   Revised Definition! 
Initially, the ICMJE 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 has expanded the definition of the types of trials that must be registered to include these preliminary trials and adopts the World Health Organization’s (WHO) 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 started 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". 

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? 
Acceptable registries must:

· be accessible to the public at no charge 

· open to all prospective registrants (investigators are able to register without
restriction by geographic location, academic affiliation, patient demographics, or
clinical condition) 

· managed by a not-for-profit organization 

· have a mechanism to ensure the validity of the registration data 

· electronically searchable 

· must include the required data elements

The ICMJE (http://www.icmje.org/faq.pdf) has reviewed the following registries and are certain that they meet the above criteria as of January 2006. 
· www.actr.org.au (Australia) 

· www.clinicaltrials.gov (U.S.) 

· www.ISRCTN.org ( U.K.) 

· www.umin.ac.jp/ctr/index/htm (Japan) 

· www.trialregister.nl (Netherlands) 

In addition to the above registries, as of June 2007 the ICMJE will also accept
registration in any of the primary registries that participate in the WHO International
Clinical Trials Portal (see http://www.who/int/ictrp/network/list_registers/en/index.html)

Who is responsible for registering a trial?
In most cases, registration will be the responsibility of the Sponsor and will not require the researcher to complete any extra work.  For studies that do not have a Sponsor or are funded by a grant, the lead PI is responsible for registering.  If the trial is a single study site, this responsibility will fall to the local PI. In general the following applies:

Industry-sponsored trials should be registered by the sponsor. These are trials in which there is a contract between the industry sponsor, the host institution, and the PI.  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.
Investigator-initiated trials (for which industry has supplied drug or grant funds) should be registered by the lead PI, through the sponsoring organization.

Investigator-initiated trials funded through grants from CIHR, non-profit sources, or internal sources, or unfunded trials should be registered by the lead PI. 
CIHR-funded randomized controlled trials- The PI is advised to contact CIHR.  CIHR may prefer the trial be registered in the ISRCTN registry. 

NIH - sponsored trials are registered by the Institute that is funding the research. They may delegate this responsibility to the lead PI.

For multi-centre studies, the PI at the University of Manitoba-affiliated sites should verify that the trial has been registered by the Sponsor (or the lead PI if the study is run from another site) to avoid duplication of registration in the registry.  

How do I register a trial with ClinicalTrials.gov? 

If you determine that you need to register your clinical trial and wish to do so through ClinicalTrials.gov, access the Protocol Registration System at http://prsinfo.clinicaltrials.gov/ and follow these steps:

1. PIs are to contact The University of Manitoba Protocol Registration (PRS) Administrator, Shelly Rempel-Rossum by e-mail at remross@cc.umanitoba.ca indicating they are ready to register their study.  Please provide your study title, Ethics reference file number, principal Investigator, and name and e-mail address of the individual responsible for registering the trial.
2. She will verify that the study has been reviewed and received “conditional approval” by the Research Ethics Board and set up a password for the study in the PRS.

3. Within two business days, ClinicalTrials.gov will create your account and email you with instructions on how to login to the PRS, so that you can register your trials. 

4. If you have any questions about the registration process, please feel free to email register@cliniclatrials.cog
What information will be required?

Some guidance when completing the “Protocol Record Template”:
· Data definitions are available by clicking on the element. Please be clear and specific and choose appropriate and meaningful key words.
· Use the REB Ethics Reference Number as your protocol identifier (e.g. B200X: XXX or H200X:XXX)
· Oversight Authorities:  Generally this should be ”Canada: Health Canada”

· Sponsor:  This will be the organization for which you register through.

· Research Ethics Board  Affiliation: University of Manitoba

· Research Ethics Board Chair:   indicate “Shelly Rempel Rossum” rather than the name of the person currently serving as the Chair. This will ensure that all queries regarding ethics approval are responded to quickly and consistently.

· Research Ethics Board Phone:  (204) 789-3389

· Research Ethics Board Email:  remross@cc.umanitoba.ca
· Research Ethics Board Address:

Bannatyne Campus Research Ethics Board Office

University of Manitoba

P126 – 770 Bannatyne Avenue

Winnipeg, MB R3E 0W3

· It is also the responsibility of the sponsor; lead PI or local PI to update the registration information when the trial is completed or results are published.
Are updates required?
Yes.  The Principal Investigator must enter the Clinical Trials PRS to verify, review and update the study record when any changes are made to a study protocol and/or at a minimum every 6 months.  Unfortunately, reminder e-mails are not sent to the Principal Investigator to complete the verification from either the PRS or the University of Manitoba, Bannatyne Campus Research Ethics Board office.

How do I register a trial with ISRCTN? 

If you wish to register through ISRCTN, access the on-line application at http://www.controlled-trial.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 infor@isrctn.com
Does the local Research Ethics Board need to approve the study before it is registered?
No. The ClinicalTrials.gov 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.  In most instances it suggested that you wait to register the trial after final REB approval is obtained.
The Application for REB Review includes a section asking whether a clinical trial has been or will be registered. If there are no plans to register the trial, the PI is asked to justify why registration is not planned.
When should registration take place?
We suggest that any “ongoing” relevant clinical trial be registered as soon as possible as ICMJE indicated that these trials should be registered before September 13, 2005. 
All new clinical trials should register before starting (i.e. before the recruitment of the first subject).  The new definition came into effect July 1, 2008.
How can I find out more about clinical trial registration?
Canadian Institutes of Health Research (CIHR) - to find out more about the registration requirements of the CIHR refer to: http://www.cihr-irsc.gc.ca/e/28921.html
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.pdf   June 2007 Update)
Ottawa Statement on Trial Registration 
The Ottawa Statement aims to establish internationally recognized principles for trial registration.  To find out more about the Ottawa statement refer to:
http://ottawagroup.ohri.ca/
Health Canada – Drugs and Health Products - Clinical Trials: Registration and Disclosure of Information
http://www.hc-sc.gc.ca/dhp-mps/prodpharma/activit/proj/enreg-clini-info/index-eng.php
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