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Presentation Notes
we have seen a significant increase in the number of IIR Studies, particularly ones which are initiated by Investigators here at Capital Health. These are predominantly clinical trials with the local investigator either serving as the site PI or the LeadPI/Sponsor. I am briefly going to review the main components of this type of research including responsibilities, agreements which govern IIR studies and share some of my experience with reference to a couple of roadblocks I encounter.



Presentation Overview

• Clinical Trials 
• Investigator as Sponsor
• IIR Research Studies and 

Agreements
• Budgets/Sources of Funds
• Recommendations



Clinical Trials:

• Any research project that prospectively assigns human 
subjects to intervention and comparison groups to study the cause-
and-effect relationship between a medical intervention and a health 
outcome. (International Committee of Medical Journal Editors)*

• Clinical trials must be conducted in accordance with 
applicable Health Canada Regulations for: Drugs, Natural Health 
Products, Surgical Procedures,Medical Devices

• If it’s a drug or NHP trial, it must also be conducted in 
accordance with ICH E6: Good Clinical Practice Guidelines  
http://www.ich.org

*Studies that are not clinical trials are referred to as “non-interventional studies at CH



Investigator as Sponsor
Sponsor: an individual, corporate body, institution 
or organization that conducts a clinical trial. [Food & 
Drug Regulations, Division 5 (Clinical Trials)]

- An individual, company, institution, or 
organization which takes responsibility for the 
initiation, management, and/or financing of a clinical 
trial. [ICH GCP 1.53]

Sponsor-Investigator: An individual who both 
initiates and conducts, alone or with others, a 
clinical trial…  The obligations of a sponsor-
investigator include both those of a sponsor and 
those of an investigator. [ICH GCP 1.54]



Investigator as Sponsor
• The PI is a sponsor-investigator and must 

comply with all sponsor requirements and 
investigator requirements in the Regulations & 
ICH GCP (Sections 4 and 5)

• The PI is responsible for:
• Filing CTA with Health Canada (required for Class 2-4 

device trials and Phase 1-3 drug and NHP trials)
• Registration of Study at www.clinicaltrials.gov
• Monitoring Plan and Monitoring
• SAE Reporting
• Protocol Amendments
• Complete the QIU and ensuring QIUs are in place for 

each PI involved.

http://www.clinicaltrials.gov/


** Warning **

Sponsor is not synonymous with Funder!



IIR Research Studies
• Single Centre

• Agreements with funding source or award letter
• Budget only for CH
• Potential Agreements with third parties
• PI/Sponsor obligations
• No limits on IP Ownership and Publication

• Multi centre
• Participating site

• Sign site agreement with Lead Site/Investigator
• Lead site/Lead Investigator

• Participating site agreements with each site
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Presentation Notes
A single site study is one where the local Site/Institution is the only site  and the  Protocol has been written by a local Investigator and as such is the Sponsor and Principal  Investigator.Funding  for the Study has been obtained from an external source ie., Pharmaceutical Company, CIHR. This Funding will be accompanied by a Letter of Support which details the amount of money given and its link to the Study Protocol.  There should be very few conditions placed on this money other than perhaps required  annual reporting or specifics linked to a previously submitted budget associated with the Study.  Depending on the source of funds, this could be subject to indirect costs/overheadI think it is important to mention that when you are developing a budget for this type of study, it is necessary to consider and include the Budget considerations associated with being the Sponsor of a Study ie., monitoring (required even if CH is only site), physical and human infrastructure – space, employees, drug handling or storage etc., Give that the Investigator is the Sponsor of this type of study he/she  must abide by the  ICH-GCP Obligations (Drug and NH Product Studies only) i.e., CTA, mentoring plan, safety reporting, study registrationIntellectual property is entirely held by the Investigator as are all publication rights. Some funders my request that they be acknowledged as the funding source of the Study. The Site/Investigator will be bound by confidentiality and privacy clauses as with all other studies.The Investigator /Site assumes all liability for the Study. 



CDHA Participating Site/ PI
• Institution 

– Sub-Institution, Participating Site
• Lead Investigator/Sponsor written Protocol

– Principal Investigator at Local Institution
• Budget already provided

– No overhead or mandatory fees included
• External Funder 

– Negotiated Agreement with Coordinating Site/Lead 
Investigator  

• IP Ownership and Publication
• Administrative and Oversight Req’s.
• Indemnity

– Each sites accepts liability*
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First we have the Agreement where your local Institution is approached by another Institution to participate in a research study. Oftentimes your Institution will be referred to as a Sub-Institution or participating site.  This Agreement is most often sent directly from the Lead Site. The terms of this Agreement are negotiated between the Institutions This type of research study is based on a protocol written by an Investigator at another Institution, the coordinating site or lead site. and Sponsor. In this case, the local investigator is considered the Principal Investigator at his/her site, a term that is often  not used appropriately. I will touch on this more in the challenges section.The Budget is already negotiated between the funder and the Lead Site. The Lead site will include the budget terms in the Agreement, like all grants at the present time, this budget is overhead exempt and does not include fees  such as REB fees or Archiving Fees. Details concerning the coverage of study related costs should be included in this budget section.The Intellectual Property resulting from the Study overall is the property of the Lead Site. Individual site data is the property of that site. All sites also have access to the  final Study results. The Lead Site prepares the data  for publication and acknowledges all participating sites and will sometimes form a steering/review committee of members from these sites. In addition, the participating site is free to publish its own data upon completion of the study at all sites. Clauses concerning Confidentiality, Privacy and Protection of  Patient Data will be includedThe Lead site is responsible for the administrative and oversight requirements as per ICH-GCP guidelines – Drug and NH Product StudiesAs with all grants negotiated at Capital Health, each sites accepts its own liability for the conduct of the Study



CH Lead Site/Investigator – Multi 
Centre Study

• Protocol written by Local Investigator / Sponsor 
(sometimes in collaboration with sites)
• Consult with participating sites re: budget 
expectations, resources, infrastructure, publication, 
data management
• Prepare and enter into Participating Site 
Agreements with each site
• External funder and/or provider 

– Budget development and terms
– Funder agreement
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This would be the most involved of the 3 types of agreementsIn this case, the Protocol is written by  the Local /Lead Investigator who is also the Sponsor. He/she also identifies and invites other sites to participate. Once these are known, an Agreement will be prepared at the Lead Site by me in collaboration with the research team, reviewed and approved by the Lead Investigator and then sent to each participating site  for negotiation.In this case, the  Investigator has often applied for external funding or has been awarded funding  for his/her research Study. As I mentioned before, this funding is based on a Budget  developed by the Investigator and his/her research team and sometimes in collaboration with participating sites. It is particularly important to include ALL budgetary items  such as monies required to perform site visits, monitoring, acquiring appropriate research space, staffing the Study, etc. , failure to include everything up front could result in the Investigator taking a loss.The Budget section of this Agreement will include details of how much money will be allocated to each site, that the money will be held at the Lead Site and disbursed to each participating site based on a payment schedule or  Study milestone schedule. As well, specifics regarding what will be paid by invoice, whether funding reporting is required by each site etc. will be included. Funder agreement developed and negotiated by me re: terms of provision of funds and any required deliverables



Lead Site/Investigator – Multi 
Centre Study
• Administrative and Oversight requirements

– Site visits/monitoring (Drugs and NHP only)
• Data management plan

• Data entry 
• Analysis

• IP ownership and Publication
- Site data, 
- Combined dataset
- Publication terms (steering committee, enrollment, )

• Indemnity
– Each site accepts liability*
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As the Sponsor of the Study, the Investigator and his/her research team will be responsible for ensuring that the ICH-GCP obligations of a Sponsor are met. This assurance should be included in the Agreement.As the Lead Investigator/Sponsor it is also  necessary to develop a data management plan -  where will the data be stored, how will it be collected, how will it be analyzed, how will it be disseminated. Specifics concerning confidentiality, patient information protection and privacy are included in the Agreement.Intellectual Property will be owned by the Sponsor/Lead Site. Participating Site data will be the property of each site. A steering committee may be organized by the Lead Investigator to guide publications.  The Sponsor/ Lead Investigator is responsible for registering the Study at www.clinicaltrials.gov  if the study is a drug/NH Product Study as required by ICMJE guidelines.Indemnity/Liability is assumed by each participating site . Each site will be required to maintain sufficient liability insurance coverage, 5 million in aggregate, this clause will be included in the Agreement.



Common Agreement/IIR Research 
Challenges
• Terminology

– Sub-Investigator
– Sponsor/Funder 

• Requests for Indemnity
• Budget restrictions
• Sharing/Copying of Patient Medical Data
• Third Party Agreements

– Fee for Service

• International sites/Regulations
•The Funder acting like the Sponsor
• Insurance
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 few Agreement Challenges I have encountered;Terminology is often an issue, particularly when Agreements come from other Institutions. The most  common terms include;Sub-Investigator – if an Investigator is being approached by another Institution to participate in a study. He or she is considered the PI of his/her site. Oftentimes, he/she will be referred to as Sub-Investigator, this is a problem as according to ICH-GCP the definition of Sub-Investigator does not adequately describe the role of the Investigator. The other is when a funder is referred to as the Sponsor  of the IIR Study. MK discussed this already so I wont go into more detail.Recently there has been an ongoing conversation about Indemnity. Some sites, ask to be indemnified against an Investigator’s protocol.(if we are the lead site/Sponsor). This Indemnity has historically never been provided by Capital Health.It is always important to look for the inclusion of a clause concerning the copying of patient medical records. When another Institution is the Sponsor of the study is may require that patient medical records from the participating sites be copied. It must always be stated that these records are the property of the Institution and if copying is required, patient information must be anoymised and no personal identifying characteristics can be included .As the Sponsor it may become apparent that some of the services required by the study ie. Randomization, data analysis, testing procedures etc. Are not available at the lead site and external third parties may be contracted to provide these services. If this is the case, separate third party fee for service agreements must be negotiated on behalf of the lead Site and all other participating sites. Be sure to budget for this and also to ensure that clauses such as confidentiality, privacy and data ownership are included in this Agreement.And finally when choosing sites to participate in your Study, it is always important to be cognisant of the different regulations and requirements of International site participation. The Agreement prepared for and negotiated with these sites will be different than those for sites in Canada.



IIR Research Budgets
• All IIR Studies with costs above standard of care require a 

well defined and planned budget. This budget should 
itemize each cost.

• Specifically:
• Laboratory/procedure/departmental costs – get a quote up 

front
• Personnel and staffing costs- contact CH HR
• Travel Costs – site investigators meeting, training, 
• Communication costs
• Data entry and analysis costs*
• Equipment costs *
• Monitoring*
• Drug purchasing, handling or storage, labelling

* Third party service or purchase agreements must go through CH purchasing
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As I mentioned earlier when you are developing a budget for this type of study, it is important that a clear connection is made between the proposed research and its budget. The budget should accurately reflect the direct and indirect costs associated with the proposed research. Both CH and Funders’ budget guidelines should be met with regard to eligible and ineligible costs when preparing a project budget  necessary to consider and include the Budget considerations associated with being the Sponsor of a Study ie., monitoring, physical and human infrastructure – space, employees, drug handling or storage etc., QuotesThird party agreements (monitoring,services) etc. will go through purchasing, Angela Mackenzie who will prepare and negotiate an agreement on your behalf, anything over $50,000 requires going to tender. Also mention that in the case where the study is single site, it will still require monitoring of that one site.



Funding Sources/Grant Applications
• Granting competitions –CIHR, NSHRF, Heart 

and Stroke 
– study budget 
– award letter 
– application 
– submission 
– “institution paid” 
– signatures

• An award received from CH/DAL Department or 
Division – study budget, award letter/account specifics
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Presentation Notes
All funding applications that will be administered by Capital Health including but not limited to electronic submissions for NSHRF and CIHR competitions are to be submitted to my office for review. The internal deadline for a comprehensive review is 2 weeks prior to the application deadline. Our office  reviews all applications and will facilitate obtaining the required institutional signatures at CH. CH Research Services also works collaboratively with other departments and institutions (Dept. and Faculty of Medicine, Dalhousie Research Services, IWK) to obtain required signatures in a timely manner. In an effort to make certain that all necessary signatures are obtained in advance of the funding application deadlines, it is requested that signature pages be submitted to CH Research Services at least three business days in advance of funding competition deadlines.As I mentioned earlier when you are developing a budget for this type of study, it is important that a clear connection is made between the proposed research and its budget. The budget should accurately reflect the direct and indirect costs associated with the proposed research. Both CH and Funders’ budget guidelines should be met with regard to eligible and ineligible costs when preparing a project budget  necessary to consider and include the Budget considerations associated with being the Sponsor of a Study. CH Research Services requires that all research budgets be reviewed prior to submission. This review will ensure that all required and appropriate costs are included to cover the proposed research projects’ overall expenses Investigators are advised to identify Capital District Health Authority as the administering institution or “Institution Paid” on funding applications for research projects that: are being conducted at CH/majority of work taking place at CH, are utilizing or require hiring staff at CH, are utilizing CH facilities and space, involve purchasing supplies or equipment at/through CH, involve the use of services and payment to CH departments or laboratories require a CH research account. Please be advised that due to the complexity of the reporting requirements and funds administration, large transfers of research funds between Dalhousie and CH will no longer be possible. 



Funding Sources/Grant Applications
• Support received from Industry/External Funder 

at Investigator’ or Institution’s request
• Requires funder agreement outlining terms of 

provision of funds.
• Industry support - subject to 15% overhead on total 

budget.
• Foundation or other agency support subject to 

allowable overhead as per agency’s policy.

• Opening a Research Account
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Sometimes Investigators contact external funders (industry, pharma, gov’t) and request financial support to cover the costs associated with a Study Protocol written independently by the Investigator. Before such a request is sent, please review the proposed budget with CH Research Services to ensure that all required budget items and considerations are included. Once support has been offered, a research funding agreement is required outlining the terms of provision of funds. CH Research Services has a template for this agreement and will facilitate and negotiate this on behalf of investigators at CH.In order for the Office of Contract/Grant Facilitation and Support to facilitate the opening of a research account in Finance, the following is required (Tammy Rayner) :A site (CH) specific outlining the study specific costs. If this funding has been obtained as part of a funding competition, the budget section of the application is sufficient.If funding has been obtained as a result of a funding competition, we require a copy of the letter/notice of award.If funding has been obtained from industry (pharmaceutical company), a funder agreement detailing the terms of provision of funds must be negotiated and signed. Please contact me for further details and assistance.REB approval (if applicable)Completed/signed account opening documentation including: researcher accountability statement, researcher signing authority, research checklist.Once all documentation has been received, it is then forwarded to Finance who will facilitate the opening of a research account and obtaining an SAP number. All research accounts are overseen by Denise Hatchette, Manager of Research Funds and Infrastructure, and facilitated by Jane MacLeod, Research Accountant and Hawley Murphy



Recommendations
As a researcher, make sure you:

– Know which (if any) Regulations and standards apply 
to your trial

– Understand that you are also the Sponsor!
– Accurately and consistently identify the sponsor in all 

study documents
– Carefully consider logistics:  randomization 

mechanisms, regulatory & essential documents, 
record keeping, training, archiving, PAPERWORK

– Budget ($$$, time, expertise) for the duties that come 
with being the sponsor of a regulated clinical trial



Recommendations
– Ask Research Services for advice

• Research Quality - Mary Kate Needler
• Research Education - Janet Gallant
• Office of Contract/Grant Facilitation and Support
• Research Finance – Denise Hatchette

- Familiarize yourself with the services available at 
CH and the relevant guidelines and processes 

– Liaise with others who have been down the same 
path

– Share your experiences with your colleagues!



Further Questions or Requests for 
Assistance ???

Jennifer Thurlow
Team Lead, Contract/Grant Facilitation and 

Support
Rm.121, 5790 University Ave.

473- 4841
Jennifer.thurlow@cdha.nshealth.ca

☺

Presenter
Presentation Notes
So there you go IIR Agreements in a nutshell, it’s alot to absorb I know. In the meantime if anyone has any other questions or requires any more information on this topic I am more than happy to help if I can. Here is my contact information and I thank you so much for your attention.

mailto:Jennifer.thurlow@cdha.nshealth.ca
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