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Foreword 
Guidance documents provide assistance to industry and health care professionals on how to 1 

comply with governing statutes and regulations. They also provide guidance to Health Canada 2 

staff on how mandates and objectives should be met fairly, consistently and effectively.  3 

Guidance documents are administrative, not legal, instruments. This means that flexibility can be 4 

applied. However, to be acceptable, alternate approaches to the principles and practices 5 

described in this document must be supported by adequate justification. They should be 6 

discussed in advance with the relevant program area to avoid the possible finding that applicable 7 

statutory or regulatory requirements have not been met.  8 

As always, Health Canada reserves the right to request information or material, or define 9 

conditions not specifically described in this document, to help us adequately assess the safety,  10 

efficacy or quality of a therapeutic product. We are committed to ensuring that such requests 11 

are justifiable and that decisions are clearly documented.  12 

This document should be read along with the relevant sections of the regulations and other 13 

applicable guidance documents. 14 
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1. Introduction 56 

1.1 Purpose 57 

The Food and Drugs Act (act) and the Food and Drug Regulations (regulations) govern the 58 

sale and importation of drugs for use in human clinical trials in Canada, including expanded 59 

access clinical trials. This draft guidance document explains the regulatory requirements for 60 

expanded access clinical trials. These requirements are supported by Part C, Division 5 of 61 

the regulations, entitled "Drugs for Clinical Trials Involving Human Subjects".  62 

1.2 Scope and application 63 

This draft guidance document is for sponsors, health care providers and potential 64 

participants who are interested in, involved in or participating in expanded access clinical 65 

trials involving sites in Canada. 66 

Health Canada has authorized a number of expanded access clinical trials, including trials 67 

that are part of international, multi-site expanded access programs. However, the number 68 

of clinical trial sites opened and participants enrolled in Canada has been limited. This 69 

document provides additional information about how expanded access clinical trials are 70 

managed in Canada. 71 

Expanded access clinical trials are clinical trials, and therefore require the completion of a 72 

clinical trial application (CTA), for review by Health Canada. 73 

A clinical trial is an investigation of a drug for use in humans that involves human subjects. 74 

The trial is intended to: 75 

• discover or verify the drug's clinical, pharmacological or pharmacodynamic effects 76 

• identify any adverse events resulting from the drug 77 

• study the drug's absorption, distribution, metabolism and excretion properties or 78 

• assess the drug's safety or efficacy 79 

Our scientists review applications to assess whether: 80 

• any risks in using the drug and in conducting the trial are mitigated 81 

• the best interests of those taking part in the trial have been considered, including 82 

that drugs are used in the right way for the participants being studied 83 

• the goals of the trial can be met 84 

Sponsors may request a pre-CTA consultation meeting. Such consultations may be 85 

particularly useful for new active substances or applications that will include complex issues 86 

that may be new to Health Canada. 87 

In this guidance document, "investigational drugs" (pharmaceutical, biologic and 88 

radiopharmaceutical) are those that are tested or studied in a clinical trial and have never  89 

  90 
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been authorized for sale in Canada for any indication. Natural health products, veterinary 91 

drugs and medical devices are excluded from the scope in this guidance document.  92 

Learn more about the CTA process in the section below, “Information for Sponsors”. 93 

1.3 Policy objectives 94 

Clinical trials, including expanded access clinical trials, are investigations that can sometimes 95 

help to facilitate access to novel therapies before they have been authorized for sale by 96 

Health Canada. This could include therapies for serious or life-threatening conditions where 97 

authorized alternatives may be limited for certain patients (for example, related to 98 

oncology, rare diseases and some mental health disorders).  99 

• For potential participants and health care providers: 100 

o provide information to support access to investigational drugs through an 101 

expanded access clinical trial when appropriate 102 

• For sponsors: 103 

o provide supplemental information on the requirements to conduct an 104 

expanded access clinical trial in Canada 105 

o clarify the application and post-authorization requirements 106 

o outline procedures for obtaining authorization for expanded access clinical 107 

trials in Canada 108 

Sponsors should also consult other relevant guidance documents, including:  109 

• Guidance document for clinical trial sponsors: Clinical trial applications 110 

1.4 Policy statements 111 

An expanded access clinical trial is a type of clinical trial that provides access to 112 

investigational drugs that have the potential to treat people living with medical conditions 113 

who do not qualify for other clinical trials or are not able to participate in one. This type of 114 

trial can be designed to facilitate access for a larger, potentially more diverse population of 115 

participants, in more accessible settings. 116 

As stated in C.05.010 of the regulations, sponsors must ensure that an expanded access 117 

clinical trial, like all clinical trials, is conducted in accordance with good clinical practices 118 

(GCP). The rights, safety and well-being of clinical trial participants are to be protected in 119 

accordance with these principles. This includes obtaining the approval of a research ethics 120 

board for each Canadian clinical trial site. 121 

Sponsors must provide substantial evidence from previous studies to demonstrate that the 122 

proposed use of the investigational drug in an expanded population does not endanger the 123 

health and safety of participants. All CTAs are assessed on a case-by-case basis. 124 

  125 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/clinical-trial-sponsors-applications.html
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Many types of clinical trials can adopt a decentralized model, as a business decision. 126 

Expanded access clinical trial sponsors may consider following a decentralized clinical trial  127 

model to facilitate trial participation and to recruit and enrol a diverse population of 128 

participants. 129 

This decentralization can involve a qualified investigator at a clinical trial site delegating 130 

tasks to a qualified third party in a different physical location. This can include, where 131 

appropriate and justified, the delegation of tasks related to administering the drug and 132 

associated follow-up and safety monitoring of participants. 133 

The clinical trial site where the qualified investigator is located must be reflected in a clinical 134 

trial site information (CTSI) form submitted to Health Canada. Delegated health care 135 

providers may be located at other physical locations, which do not require separate CTSI 136 

forms or additional research ethics board approvals. 137 

All locations where clinical trial activities occur are considered to be part of the main clinical 138 

trial site and may be inspected as part of a clinical trial site inspection. All activities related 139 

to the practice of medicine are under provincial or territorial jurisdiction.  140 

Learn more about the ICH E6 guideline for good clinical practice. 141 

1.5 Background 142 

As development of the drug progresses, the goal of late-phase (phases 2 and 3) 143 

confirmatory trials is usually to gather evidence that meets the standards required by drug 144 

regulators (Figure 1). 145 

Figure 1: Types of clinical trials 146 

 147 

https://www.ich.org/page/efficacy-guidelines
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Late-phase clinical trials aim to show a statistically conclusive effect on a specific outcome 148 

of interest, by setting specific criteria for who can and cannot participate.  149 

These controls make it more likely that the results will lead to reliable and useful findings. 150 

But this also means that not everyone can participate in these clinical trials for the following 151 

reasons: 152 

• they do not meet the eligibility criteria 153 

• their disease has progressed too far 154 

• they live too far from study sites or 155 

• there are no available clinical trials or ongoing trials are not recruiting 156 

In such cases, patients might be able to receive investigational drugs, when appropriate, 157 

through an expanded access clinical trial. Expanded access clinical trials provide access to 158 

investigational drugs that have the potential to treat people living with medical conditions 159 

who do not qualify for other clinical trials or are not able to participate in one. They can be 160 

designed to facilitate access for a larger, potentially more diverse population of participants, 161 

in more accessible settings. 162 

As with other clinical trials, the sale or importation of a drug for an expanded access clinical 163 

trial is authorized under Part C, Division 5 of the regulations. Sponsors of expanded access 164 

clinical trials must protect participants in accordance with ethical, medical and quality 165 

standards of the clinical trials framework. 166 

Sponsors may propose an expanded access clinical trial at any point in the drug 167 

development process, even if a clinical trial studying that drug has not been previously 168 

conducted in Canada. However, an expanded access clinical trial should only be conducted 169 

for drugs that are being actively developed. An example would be a drug under 170 

investigation in a study intended to form the primary basis of safety and efficacy, leading to 171 

a planned submission for regulatory authorization. 172 

There must be a strong rationale for initiating an expanded access clinical trial that provides 173 

access to a drug before it has been authorized for sale by Health Canada. For example, an 174 

expanded access clinical trial could enable access to a new drug for a specified population 175 

while a regulatory submission is under review by Health Canada. As part of their rationale, 176 

sponsors may refer, for example, to the severity of the condition, lack of available 177 

therapeutic alternatives, or possible increased benefits or decreased risks compared to 178 

existing authorized products. 179 

To conduct an expanded access clinical trial, sponsors must provide substantial evidence 180 

from previous clinical trials or other studies in a CTA. They must demonstrate that the 181 

investigational drug will not endanger the health and safety of participants, and may be 182 

beneficial in treating the specific disorder in the population being studied.  183 

Expanded access clinical trials also require an investigator's brochure specific to the 184 

investigational product proposed for this type of trial. 185 

Learn more about the type of information that should be submitted in a CTA. 186 
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1.5.1 Expanded access clinical trials compared to other types of clinical trials 187 

Expanded access clinical trials are different from extension studies because they allow for 188 

the recruitment of new participants who may not have participated in any prior clinical 189 

trials. 190 

Extension studies (also known as extended trials) are associated with a particular prior trial. 191 

They are designed to allow access, but only for those participants of the prior trial, so that 192 

those participants can continue receiving the drug in a second related study and the 193 

sponsor can investigate long-term outcomes. Extension studies can allow participants to 194 

continue accessing an investigational drug after a prior trial is completed and closed. This 195 

can be important in situations where discontinuing access to the investigational drug may 196 

adversely affect participants. 197 

Expanded access clinical trials are also different from open label individual patient (OLIP) 198 

clinical trials, which are for individual participants only. Expanded access clinical trials, which 199 

can be designed for a broader, expanded population of participants, may be a better option 200 

for managing exceptional access for large groups of participants and may generate more 201 

useful evidence. 202 

Expanded access clinical trials may be designed to collect long-term safety or tolerability 203 

data and real-world evidence that can be used to supplement results from confirmatory 204 

clinical trials in a regulatory submission. While the evidence generated is often not as 205 

reliable as evidence from traditional confirmatory trials, it can characterize effects such as 206 

rare adverse reactions or longer-term outcomes that may only appear in larger populations 207 

over time. Depending on the research protocol proposed by the sponsor, expanded access 208 

clinical trials may be able to generate real-world evidence on treatment use of the 209 

investigational drug in a setting that's closer to real-world conditions. 210 

1.5.2 Expanded access clinical trials: special considerations 211 

A drug must receive market authorization before it can be sold in Canada. The purpose of 212 

the act and its regulations is to: 213 

• ensure that therapeutic products brought to market are safe, effective and of high 214 

quality 215 

• prevent deceptive marketing practices and protect the public from risks and injury 216 

from unsafe products 217 

Thus, to meet the threshold for authorization by Health Canada when applying for market 218 

authorization, a trial sponsor must demonstrate the safety, efficacy and quality of its 219 

therapeutic product. Evidence of this is generally supported by information and data 220 

generated through extensive clinical trials and non-clinical research. 221 

It's in the best interest of patients that Health Canada reviews and regulates the drug 222 

products they use. We have put in place a framework to enable sponsors to manage a 223 

drug's risks over the entire lifecycle of the drug, which includes post-market surveillance 224 

activities. 225 



 

  Draft guidance on expanded access clinical trials | 11 

 

In addition to helping safeguard health and safety, the need to receive authorization, as 226 

framed by the act and regulations, is a basic cornerstone of the drug development, 227 

commercialization and regulatory process. 228 

As expanded access clinical trials provide access to unauthorized drugs to a broader group 229 

of potential participants, they carry unique risks compared to other types of clinical trials.  230 

There is a risk that expanded access clinical trials may: 231 

• expose a broader participant population to risks associated with investigational drugs  232 

o These investigational drugs have not yet undergone regulatory review for market 233 

authorization by Health Canada. For this reason, their efficacy and safety have 234 

not been fully evaluated. Sponsors must provide evidence from completed or 235 

ongoing clinical trials or other studies to demonstrate that the investigational 236 

drug in a proposed expanded population does not endanger the health and 237 

safety of patients. 238 

• impede the clinical development of the drug 239 

o There is a risk that these types of trials could divert participants or supply from a 240 

confirmatory clinical trial. Sponsors should be able to demonstrate that 241 

providing the drug in an expanded access clinical trial will not interfere with 242 

clinical development. 243 

• bypass regulatory review before market access 244 

o Broad market access to a drug should only occur after Health Canada has 245 

reviewed the drug's safety, efficacy and quality evidence and authorized its sale 246 

in Canada. Sponsor protocols should define the Canadian participant population 247 

and how access will be limited to those in exceptional need. 248 

Sponsors of expanded access clinical trials must meet all applicable regulatory requirements 249 

in their CTA and provide specific information in their protocol on the potential risks.  250 

2. Information for potential participants and health care 251 

providers 252 

2.1 General considerations 253 

Clinical trials are investigations that help advance medical knowledge, to try and find out 254 

whether a drug is safe and effective in humans for a specific disease or condition. They are 255 

essential to develop scientific evidence about a therapeutic product that can potentially 256 

improve the quality of life for people living with a disease or condition.  257 

Clinical trials are conducted in phases and progress from exploratory trials to confirmatory 258 

trials. Exploratory clinical trials (phases 1 and 2) test the initial effects of a drug in a small 259 

number of participants. Confirmatory (phase 3) trials generate statistically conclusive 260 

evidence of the drug's efficacy and safety by testing it in larger groups. Evidence from  261 

  262 
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clinical trials is then used to seek authorization from Health Canada to market the drug in 263 

Canada. 264 

People living with a medical condition or disease who participate in a clinical trial may 265 

benefit from having access to a drug that may cure or control their condition or improve 266 

their quality of life. 267 

While clinical trials may provide access to an investigational drug for some participants, 268 

their main purpose is to answer a specific research question. To achieve this objective, 269 

clinical trials must be rigorously designed with appropriate measures (for example, by 270 

setting criteria for who can participate or by giving some participants a placebo). This may 271 

result in certain potential participants living with medical conditions being excluded from a 272 

clinical trial or from receiving the drug as part of a trial. Therefore, participation in a clinical 273 

trial does not always result in a participant gaining access to the investigational drug.  274 

Expanded access clinical trials are a type of clinical trial designed to facilitate access to 275 

investigational drugs to people living with medical conditions who may be expected to 276 

benefit from the drug and cannot participate in other clinical trials. Although one of the 277 

objectives is to facilitate access for treatment use, like all clinical trials, access to the 278 

investigational drug in expanded access clinical trials: 279 

• is part of the overall investigational plan, which is intended to achieve the following:  280 

o discover or verify the drug's clinical, pharmacological or pharmacodynamic 281 

effects 282 

o identify any adverse events from the drug 283 

o study the drug's absorption, distribution, metabolism and excretion properties 284 

or 285 

o assess its safety or efficacy 286 

• includes the monitoring of outcomes and the collection of related data 287 

In general, expanded access clinical trials have broader research objectives, such as long-288 

term safety and effectiveness. They can aim to gather information about rare side effects 289 

that may only become evident in an expanded participant population.  290 

Despite the expanded inclusion criteria, it's possible that some people may still not be able 291 

to gain access to an investigational drug through an expanded access clinical trial.  292 

2.2 Benefits and risks 293 

Like all drugs, drugs used in clinical trials come with possible benefits and risks. In general, 294 

there is less information about the efficacy and safety of an investigational drug being 295 

studied in a clinical trial compared to a drug that Health Canada has reviewed and 296 

authorized for sale. 297 

Evidence to demonstrate a drug's safety and efficacy can vary depending on whether it's in 298 

the early or later phase of development. The drug may ultimately prove to be of no benefit  299 

  300 
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to a particular participant or may be associated with unexpected and serious adverse 301 

effects. Only some drugs that begin clinical trials eventually seek market authorization.  302 

After considering treatment options that are available on the market, people with medical 303 

conditions may choose to explore investigational drugs as potential treatments for their 304 

condition. 305 

Potential participants who wish to enrol in an expanded access clinical trial to gain access to 306 

an investigational drug should discuss the risks and potential benefits with their health care 307 

provider. For all clinical trials, including expanded access clinical trials, the Food and Drug 308 

Regulations (regulations) require that the health and safety risks and potential but 309 

unconfirmed benefits be clearly communicated to potential participants. Potential 310 

participants must give their informed consent before they can be enrolled in a trial.  311 

Learn more: 312 

• Informed consent 313 

• Clinical trials and drug safety 314 

2.3 How sponsors initiate expanded access clinical trials 315 

There is no requirement for a drug manufacturer to provide access to their investigational 316 

drug through an expanded access clinical trial. Health Canada cannot compel a drug 317 

manufacturer to do so. 318 

Sponsors (usually the drug manufacturer) may initiate expanded access clinical trials when 319 

there's an identified need for people living with medical conditions who are unable to 320 

participate in ongoing clinical trials. Sponsors develop a protocol that outlines the 321 

investigational plan. This plan includes criteria for patient eligibility, treatment 322 

administration, monitoring outcomes and participant safety, and collecting data. The 323 

sponsor then submits this protocol to Health Canada for review by filing a clinical trial 324 

application (CTA). 325 

Health Canada reviews CTAs for expanded access clinical trials like any other clinical trial. 326 

We review the information to make sure that: 327 

• the investigational drug will be used in a safe way for the proposed participants  and 328 

• any health and safety risks associated with the drug will be addressed appropriately  329 

For expanded access clinical trials, we review evidence provided by the sponsor from 330 

previous clinical trials or other studies. The sponsor must demonstrate that the proposed 331 

use of the investigational drug, in the proposed expanded population, is evidence -based 332 

and adequately identifies, addresses and discloses risks to prospective participants.  333 

Sponsors of expanded access clinical trials must also provide specific information in their 334 

CTA that will allow us to thoroughly assess the risks of the trial. Some of these requirements 335 

and their impact on potential participants are listed in Table 1. 336 

  337 

https://www.canada.ca/en/health-canada/services/clinical-trials.html
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Table 1: Requirements for expanded access clinical trials and impact on potential 338 

participants 339 

Specific requirements Impact on potential participants 

Sponsors must provide information on 
why providing access to an 

investigational drug for an expanded 
population outweighs any possible risks. 
For example, sponsors can provide 

information on the: 

• severity of the condition 

• lack of available therapeutic 

alternatives 

• possible increase in benefits or 

decrease in risks compared to 
existing authorized products 

Potential participants may be: 

• required to be diagnosed with a 
certain condition to be included 

• required to have tried other 
available alternatives or 

• excluded based on safety reasons 
(for example, potentially dangerous 

interactions with other drugs) 

Expanded access clinical trials may not be 
appropriate for certain drugs. 

Sponsors must provide information on 
whether the expanded access clinical 
trial will affect participation in a 

confirmatory trial. For example, a 
sponsor may: 

• delay enrolment in an expanded 
access clinical trial until phases 1 
to 3 trials have completed 

enrolment 

• define inclusion criteria for the 
expanded access clinical trial 
based on exclusion criteria from 

other ongoing confirmatory trials 

Potential participants who qualify for an 
ongoing clinical trial may: 

• not be permitted to enrol in an 
expanded access clinical trial 

• be invited to enrol in an ongoing 
clinical trial instead 

Participation in clinical trials is always 
voluntary. 

If the CTA meets the regulatory requirements, Health Canada issues a 'no objection' letter 340 

to the sponsor within the review period of 30 days. The clinical trial site must also be 341 

approved by a research ethics board, and the approval filed with Health Canada, before the 342 

sponsor can begin enrolling participants at the site. 343 

  344 
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2.4 Finding, joining and participating in a clinical trial 345 

2.4.1 How to find a trial 346 

People living with medical conditions can search Health Canada's Clinical Trials Database for 347 

information about all clinical trials that have met regulatory requirements. This includes the 348 

status of any expanded access clinical trial for a certain medical condition or a specific drug 349 

product. 350 

Potential participants may find a potential expanded access clinical trial for their condition 351 

by, for example, searching for their medical condition. They may contact the sponsor 352 

directly to start the screening and enrolment process. The sponsor of the clinical trial should 353 

also be contacted for more information about a trial's objectives, patient enrolment criteria, 354 

potential clinical trial sites and to confirm the status of the trial. 355 

Health Canada does not sponsor or design clinical trials, and the database is not a patient 356 

recruitment tool. Individuals who want more information on clinical trials found in the 357 

database should speak with their health care provider and contact the clinical trial sponsor.  358 

Information made public by sponsors (for example, through a website) should make it 359 

possible for potential participants or their health care provider to contact the trial sponsor 360 

about enrolment. 361 

If there isn't an expanded access clinical trial for a specific drug or condition, potential 362 

participants or their health care provider could contact a drug manufacturer to ask them to 363 

consider initiating one. 364 

Find information on clinical trials in the Clinical Trials Database. 365 

2.4.2 Joining a trial 366 

A sponsor sets out the eligibility criteria for enrolling in an expanded access clinical trial. 367 

Potential participants may be excluded due to potential safety risks posed by existing 368 

conditions or dangerous interactions with other drugs, or if they have not tried other 369 

available treatments. Sponsors establish these criteria to mitigate the risks posed by the 370 

investigational drug. 371 

After the sponsor of the expanded access clinical trial has been contacted, potential 372 

participants are screened for enrolment. The sponsor makes the final determination on who 373 

is enrolled in an expanded access clinical trial, based on the eligibility criteria.  374 

In some cases, the investigator responsible for the trial may be required to invite potential 375 

participants to enrol in ongoing confirmatory clinical trials first, before they can be 376 

considered for enrolment in the expanded access clinical trial. Enrolment in a different 377 

clinical trial instead of the expanded access clinical trial could potentially also give 378 

participants access to the investigational drug. 379 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/health-canada-clinical-trials-database.html
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2.4.3 Giving informed consent 380 

To participate, sponsors must ask potential participants who are deemed eligible for an 381 

expanded access clinical trial to provide their informed consent. The trial's qualified 382 

investigator must obtain and keep a record of this consent. 383 

Informed consent means that a potential participant is willing to participate in a specific 384 

trial, after having been fully informed about the trial and given the opportunity to ask 385 

questions. The process of obtaining consent usually involves a face -to-face meeting or 386 

communication between the qualified investigator or delegated third party and the 387 

potential participant. 388 

In some cases, the sponsor may be able to justify conducting the process through a virtual 389 

meeting platform. This should take place in real-time and face-to-face, using both audio and 390 

video. 391 

Before agreeing to participate in any clinical trial, potential participants should consider if 392 

they: 393 

• are fully informed of all aspects of the trial that are relevant to their ongoing decision 394 

to participate, including potential indemnity coverage if they are harmed during the 395 

trial 396 

o this is documented in an informed consent form (ICF) (developed by the sponsor 397 

and reviewed and authorized by a research ethics board)  398 

• know who to contact if they have questions about the research or how to end their 399 

participation in the clinical trial 400 

• have a 24-hour contact number or know who to contact if they experience a 401 

research-related injury (for example, local health care provider, qualified investigator, 402 

research personnel) 403 

• know who will have access to their personal health information collected during the  404 

study and how it will be stored 405 

• have a written record of their informed consent, which the qualified investigator 406 

should also retain 407 

People with medical conditions, in consultation with their health care provider, should 408 

carefully consider and weigh the: 409 

• potential benefits and risks of an unapproved investigational drug and 410 

• possible harms and inconveniences of participating in a clinical trial 411 

2.4.4 Health care provider participation 412 

Health care providers who agree to undertake activities delegated by the expanded access 413 

clinical trial's qualified investigator (such as administering the investigational drug, 414 

monitoring participants and collecting data) are conducting clinical trial activities.  415 

  416 
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Health care providers who participate in an expanded access clinical trial should verify that: 417 

• their roles, responsibilities and liabilities are specified in an agreement (such as the 418 

clinical trial protocol or through additional contracts) 419 

• the clinical trial site where the qualified investigator runs the trial has received 420 

approval by a Canadian research ethics board 421 

Additional clinical trial site information (CTSI) forms and additional research ethics board 422 

approval are not required for physical locations that are added to an existing clinical trial 423 

site. An example would be adding a health care provider's office where activities that are 424 

delegated by the qualified investigator are to be conducted. 425 

These activities must be clearly defined in the trial protocol and appropriately recorded in 426 

the trial's delegation log. Ultimately, the qualified investigator is responsible for medical 427 

decisions taken in relation to trial activities, wherever those activities (delegated or not) 428 

have occurred. 429 

Health care providers connected to a different institution than the qualified investigator 430 

should be aware of local and institutional policies and requirements that may apply to their 431 

activities at their institution. In other words, third parties may have additional 432 

responsibilities under a local or institutional research ethics board.  433 

Health care providers who have the legal ability to sponsor a clinical trial in Canada could 434 

offer to sponsor an expanded access clinical trial or to open a new clinical trial site as part of 435 

an existing expanded access clinical trial. The manufacturer may consider requests to 436 

provide a supply of the investigational drug for an expanded access clinical trial or an 437 

additional clinical trial site, but there's no legal requirement for the manufacturer to do so.  438 

3. Information for sponsors 439 

3.1 General considerations 440 

Drug manufacturers who want to market their drug in Canada must first file an appropriate 441 

drug submission for their product. It's in everyone's best interest that Health Canada 442 

reviews and regulates the drugs that people use, to enable sponsors to manage a drug's 443 

risks over its lifecycle, including appropriate post-market safety monitoring and reporting. 444 

The decision to provide, or not, potential access to investigational drugs before making a 445 

drug submission is made by the manufacturer. 446 

There can be benefits to the sponsor in running an expanded access clinical trial. For 447 

example, these trials may: 448 

• develop a better understanding of long-term safety, tolerability and rare adverse 449 

events, to support proactive safety labelling 450 

• generate data and evidence on real-world use, which may help support: 451 

o a regulatory submission 452 
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o health technology assessment agencies in making reimbursement 453 

recommendations 454 

Many health system stakeholders are integrating real-world evidence into their decision-455 

making. This includes Health Canada, Canada's Drug Agency (CDA) and the Institut national 456 

d'excellence en santé et en services sociaux (in Quebec). 457 

The following guidance by Health Canada and CDA lays the foundation for using real-world 458 

evidence in regulatory approval and health technology assessment: 459 

• Guidance for reporting real-world evidence (PDF) 460 

Expanded access clinical trials should not displace, affect or discourage confirmatory clinical 461 

trials from taking place, as confirmatory trials generally aim to generate evidence required 462 

for market authorization. For example, sponsors should not: 463 

• divert the supply of investigational drugs to an expanded access clinical trial to the 464 

detriment of a confirmatory clinical trial or 465 

• make it difficult to recruit participants in a confirmatory trial (participants may 466 

prefer expanded access) 467 

For these reasons, sponsors must account for how they plan to continue any planned or 468 

ongoing confirmatory trials as part of their clinical trial application (CTA). This is described in 469 

the What to include in an annex to the protocol section. 470 

3.2 Who can sponsor 471 

The Food and Drug Regulations (regulations) define a sponsor as "an individual, corporate 472 

body, institution or organization that conducts a clinical trial". A manufacturer would always 473 

be involved in an expanded access clinical trial, at the very least as the supplier of the 474 

investigational drug. 475 

As stated in C.05.006 of the regulations, sponsors of expanded access clinical trials are 476 

expected to provide information and documents as part of their CTA. This information must 477 

be sufficient for Health Canada to assess the drug's risks and those of the trial.  478 

Sponsors are not required to conduct a prior clinical trial specifically in Canada. However, 479 

sponsors of expanded access clinical trials must provide in their CTA substantial evidence 480 

from previous clinical trials or other studies to demonstrate that use of the investigational 481 

drug is justified: 482 

• for expanded access 483 

• in an expanded study population 484 

Sponsors of an existing clinical trial may add an expanded access arm to an existing clinical 485 

trial by submitting an amendment (CTA-A) to the original trial application. 486 

They must: 487 

• meet the same information requirements that are applied to all expanded access 488 

clinical trials 489 

https://www.cadth.ca/sites/default/files/RWE/MG0020/MG0020-RWE-Guidance-Report-Secured.pdf
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o for example, the requirements laid out in the following section about an 490 

annex to the protocol 491 

• demonstrate that the expanded access clinical trial will not jeopardize the original 492 

clinical trial, as well as the validity of the data collected as part of that trial 493 

Health Canada may find that the requirements or scope for a proposed expanded access 494 

arm are very different than those of the original trial. In some cases, we may suggest that 495 

the sponsor re-submit the application as a new CTA (not as an amendment to an existing 496 

trial). 497 

3.3 Quality requirements 498 

Chemistry and manufacturing requirements for expanded access clinical trials are the same 499 

as for all clinical trials. The scope and detail of information submitted to support the quality 500 

portion of a CTA should be sufficient to adequately assess the drug's characteristics.  501 

For information on quality requirements, consult the following guidance document and 502 

notice: 503 

• Quality (chemistry and manufacturing) guidance: Clinical trial applications (CTAs) for 504 

pharmaceuticals 505 

• Quality requirements for investigational biologic drugs used in clinical trials: Notice to 506 

clinical trial sponsors 507 

The information contained in the investigator's brochure must be specific to the 508 

investigational product used in the expanded access clinical trial. A literature -based 509 

investigator's brochure would likely not be appropriate for an expanded access clinical trial, 510 

given the need to characterize the investigational product being provided to an expanded 511 

population of participants. 512 

In addition, quality requirements should generally meet the standard for a phase 3 clinical 513 

trial, given the broad participant population that may receive the investigational drug.  514 

3.4 Filing a clinical trial application 515 

Like all clinical trials, expanded access clinical trials can be initiated when a sponsor submits 516 

a CTA or CTA-A and receives a no objection letter, pursuant to section C.05.005 or C.05.008 517 

of the regulations, respectively. 518 

Find more information on clinical trial applications (CTAs). 519 

Sponsors should clearly identify expanded access clinical trials by naming their trial protocol 520 

accordingly, by including the words "expanded access" in the title. For example: "An 521 

expanded access protocol for the treatment of … with …" 522 

Sponsors proposing an expanded access arm to an existing trial (as an amendment, via a 523 

CTA-A) should consider adding "… with an expanded access arm" to the end of the existing 524 

trial title. 525 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/quality-chemistry-manufacturing-guidance-clinical-trial-applications-pharmaceuticals.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/quality-chemistry-manufacturing-guidance-clinical-trial-applications-pharmaceuticals.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/quality-requirements-investigational-biologic-drugs-clinical-trials.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/quality-requirements-investigational-biologic-drugs-clinical-trials.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials.html
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Sponsors of expanded access clinical trials (or arms of existing trials) should identify that 526 

they are offering expanded access in their cover letter. 527 

In some cases, Health Canada may conclude that a clinical trial not identified in the CTA as an 528 

expanded access clinical trial does indeed fit the definition of an expanded access clinical 529 

trial. We will then suggest to the sponsor that the trial should be identified as such, for 530 

transparency and consistency. 531 

In all cases (whether or not the sponsor has agreed to identify the trial as expanded access), 532 

Health Canada will assess the trial's risks and the manner they are proposed to be 533 

addressed. If applicable, our assessment will include the risk of the trial impeding clinical 534 

development and bypassing regulatory review before the drug is allowed to be used broadly 535 

in Canada. 536 

If Health Canada is unable to assess the risks of the drug or the clinical trial from the 537 

information submitted as part of the CTA or CTA-A, we may notify the sponsor that they may 538 

not sell or import the drug. The notice is sent within 30 days after the application has been 539 

received. 540 

Expanded access clinical trials may be associated with specific risks, which Health Canada 541 

evaluates during a review of a CTA or CTA-A. As described in the Overview section, there's a 542 

risk that expanded access clinical trials may: 543 

• expose a broader participant population to risks associated with investigational 544 

drugs 545 

• impede clinical development of the drug 546 

• bypass regulatory review before market access 547 

Sponsors should include information about how their protocol proposes to address these 3 548 

risks, as relevant, throughout their protocol and specifically in an annex to the protocol 549 

submitted as part of their CTA. Submitted protocols should be consistent with the 550 

International Council for Harmonization of Technical Requirements for Pharmaceuticals for 551 

Human Use (ICH) guideline: 552 

• M11 guideline, clinical study protocol template and technical specifications - Scientific 553 

guideline 554 

3.4.1 What to include in an annex to the protocol 555 

The annex to the protocol submitted as part of the CTA or CTA-A for an expanded access 556 

clinical trial should contain sufficient information and evidence for Health Canada to assess 557 

the risks of the drug and the clinical trial. This information may also appear throughout the 558 

protocol. 559 

Table 2 gives examples of information a sponsor may consider submitting as part of the 560 

annex to the protocol. The examples demonstrate that their protocol incorporates 561 

proposed risk mitigation measures into the trial design. 562 

Every CTA or CTA-A is assessed on a case-by-case basis. 563 

  564 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/expanded-access/information-sponsors.html#_Background
https://www.ema.europa.eu/en/ich-m11-guideline-clinical-study-protocol-template-and-technical-specifications-scientific-guideline
https://www.ema.europa.eu/en/ich-m11-guideline-clinical-study-protocol-template-and-technical-specifications-scientific-guideline
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Table 2: Examples of information and evidence to include in the annex 565 

Risk to be addressed Potential information and evidence to include 

Expose a broader participant 
population to risks associated with 
investigational drugs 

For example, that: 

• a defined population of participants is 
expected to significantly benefit from 
treatment with the investigational drug 

because … 
• the condition is serious, life-threatening or 

debilitating 

• there is unmet medical need 
• the drug presents a significant increase in 

efficacy or a significant decrease in risk in 

relation to an existing drug marketed in 
Canada 

• participation is restricted to eligibility 
criteria commensurate with identified risks 

from previous clinical trials with the 
investigational drug 

Risk of impeding clinical 
development of the drug 

For example: 

• information on any confirmatory clinical 
trials ongoing or planned to support an 
eventual drug submission 

• plans, for example as defined in the trial 
protocol, to complete enrolment in ongoing 
phase 1 to 3 clinical trials before the launch 

of an expanded access clinical trial (may 
include potential participant screening and 
triaging by the qualified investigator) 

• defined inclusion criteria for expanded 

access clinical trials based on participant 
exclusion from other ongoing trials, as 
supported by evidence 

  566 
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Risk of bypassing regulatory review 
before marketing of the drug 

For example: 

• tentative projected timeline to bring the 
proposed drug to market 

• proposed sunset date for the expanded access 
clinical trial 

• proposed size of Canadian participant 

population, and how access to the drug will be 
limited to those in medical need who will 
likely benefit from access 

• information on how the drug is potentially 

transitioning from access under the Special 
Access Program to access under an expanded 
access clinical trial 

3.5 Transparency, equity and fairness 567 

Sponsors should register their clinical trials with an international registry that's acceptable 568 

by the World Health Organization, to: 569 

• be transparent about clinical trial information and 570 

• show equity and fairness of access for participants 571 

An example of an acceptable registry is the clinical trial registry operated by the National 572 

Institutes of Health in the United States. 573 

Sponsors should register their trial once they have received the no objection letter from 574 

Health Canada. 575 

Learn more: 576 

• Clinical Trials Database 577 

• Draft guidance on the registration of clinical trials and public disclosure of results  578 

Information made public by sponsors (for example, through a website) should be sufficient 579 

to enable potential participants or their health care providers to contact the trial sponsor to 580 

enquire about enrolment. 581 

Sponsors should consider how they convey information about expanded access clinical trials 582 

with investigational drugs that have not been authorized for sale by Health Canada. Sections 583 

9(1) and 20(1) of the Food and Drugs Act (act) prohibit advertising any drug or device in a 584 

manner that's: 585 

• false, misleading or deceptive or 586 

• likely to create an erroneous impression regarding its character, value, quantity, 587 

composition, merit, design, construction, performance, intended use or safety  588 

https://clinicaltrials.gov/
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/health-canada-clinical-trials-database.html
https://www.canada.ca/en/health-canada/programs/consultation-registration-clinical-trials-public-disclosure-results-new-guidance-public-search-portal/overview.html
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The act defines "advertisement" as "including any representation by any means whatever 589 

for the purpose of promoting directly or indirectly the sale or disposal of any food, drug, 590 

cosmetic or device." Health Canada will rely, as a general principle, on the ordinary meaning 591 

of "promote," which is to encourage or incite the sale of a health product.  592 

For more information, consult: 593 

• Guidance on distinction between advertising and other activities for health products  594 

3.6 Delegating activities outside of the clinical trial site 595 

There is growing recognition for the need for flexible clinical trial models that facilitate 596 

easier and more diverse participation. In Canada, many people live outside urban areas and 597 

away from major clinical research networks. This can make it difficult to recruit people from 598 

rural or remote areas who face logistical or financial challenges, impacting the ability of 599 

potential participants to access investigational drugs that may provide benefits.  600 

All types of clinical trials can adopt a decentralized model. However, in confirmatory clinical 601 

trials, not being able to go to a clinical trial site may pose challenges with standardized 602 

evaluation of the patient and reliability of the collected data. 603 

In expanded access clinical trials, the emphasis is on providing promising drugs to 604 

participants in need and recruiting as diverse a participant population as possible. For this 605 

reason, sponsors could consider adopting decentralized clinical trial models to facilitate 606 

conducting trial activities outside of the main location of the clinical trial site.  607 

Additional locations where clinical trial activities occur (outside of the main location of the 608 

clinical trial site, as delegated and overseen by the qualified investigator) are not considered 609 

additional clinical trial sites. As such, additional locations do not require separate clinical 610 

trial site information (CTSI) forms. 611 

However, all locations where clinical trial activities occur, including distant locations, are 612 

considered to be part of the clinical trial site. They may be inspected as part of a clinical trial 613 

site inspection. 614 

With appropriate risk-based safeguards for participants, sponsors may justify delegating 615 

drug administration and safety monitoring activities to qualified local health care providers, 616 

who may be located in a variety of locations. An example of an appropriate safeguard would 617 

be a risk-based monitoring plan that takes into account treatment complexity, participant 618 

safety and individual competencies. Local providers could, for example, already be 619 

providing health care to the participant (such as their family doctor).  620 

Sponsors could also consider delegating activities to contract research organizations or 621 

other service providers through recorded agreements. 622 

Regardless of the model proposed, delegated activities remain under the supervision of the 623 

qualified investigator. The qualified investigator is ultimately responsible for medical 624 

decisions taken as part of the trial at all locations associated with their clinical trial site.  625 

  626 

https://www.canada.ca/en/health-canada/services/drugs-health-products/regulatory-requirements-advertising/policies-guidance-documents/policy-distinction-between-advertising-activities.html#general_principles
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A decentralized model can support equitable access to all potential participants in need, 627 

regardless of where they live. The concept of delegation is: 628 

• broad enough to allow for various scenarios and situations 629 

• governed by regulations as well as the requirements listed in the current ICH 630 

Guideline for Good Clinical Practice (ICH E6), as implemented by Health Canada 631 

3.6.1 One or multiple clinical trial sites 632 

To comply with regulatory requirements, a clinical trial must always have at least 1 clinical 633 

trial site, which must be listed on a CTSI form. 634 

In addition to complying with the regulations, sponsors must have a qualified investigator 635 

(no more than 1) for each clinical trial site. The site must: 636 

• have research ethics board approval before the trial can start at the site and follow all 637 

good clinical practice (GCP) requirements 638 

• be able to provide sufficient evidence to Health Canada that all locations where trial 639 

activities are taking place comply with the clinical trial requirements 640 

o include a detailed account of these activities in the delegation log 641 

Sponsors could consider opening multiple clinical trial sites and delegate activities from each 642 

site. This would help overcome issues related to local legislation, which may have an impact 643 

on sharing participant data or on the ability to conduct trial activities approved by a research 644 

ethics board based in another jurisdiction. For example, to comply with provincial and 645 

territorial requirements, sites could be established in each province and territory, from 646 

which activities could be delegated to third parties located in the same province or territory.  647 

Learn more in the Delegation and data management and privacy section. 648 

3.6.2 Delegation principles 649 

The regulations and ICH guidelines contain important sponsor considerations related to 650 

delegation. Health Canada takes these into account when we review a CTA or conduct an 651 

inspection. 652 

Generally, as per C.05.010, each individual involved in conducting the clinical trial must be 653 

qualified by education, training and experience to perform their respective tasks. This 654 

includes third parties who are delegated tasks in additional locations associated with the 655 

clinical trial site. 656 

ICH guidelines are as follows: 657 

• Each individual involved in conducting a trial should have the appropriate education, 658 

training and experience to perform their respective task(s) (ICH E6, 2.8)  659 

• The investigator should maintain a list (the delegation log) of appropriately qualified 660 

persons to whom they have delegated significant trial-related duties (ICH E6, 4.1.5) 661 

  662 
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• The investigator is responsible for supervising any individual or party to whom they 663 

have delegated trial-related duties and functions (ICH E6, 4.2.5) 664 

All locations where delegated activities occur are considered to be part of the investigator's 665 

clinical trial site. As previously mentioned, these additional locations do not require separate 666 

CTSI forms, but their addresses should be readily available as part of the delegation log. For 667 

the purposes of an inspection, all locations associated with a site may be inspected and are 668 

expected to comply with good clinical practices and regulatory requirements.  669 

As part of their CTA, sponsors should describe the following in their trial protocol:  670 

• if duties are expected to be delegated 671 

• what participant intervention, monitoring and follow-up activities are expected to 672 

occur at decentralized locations and 673 

• how this will be achieved in accordance with good clinical practices and while 674 

maintaining patient safety 675 

This also allows sponsors and qualified investigators to appropriately consider and manage 676 

risk involved in delegating activities. The protocol should: 677 

• indicate how the sponsor will address the involvement of third parties, potentially 678 

required training, equipment, data sharing and facility requirements 679 

• include existing or planned contracts or agreements between the sponsor and other 680 

third parties, institutions or locations (and outline specific roles, responsibilities, 681 

liabilities and indemnities) 682 

o these agreements should be available at the clinical trial site 683 

A protocol may not necessarily list, in advance of the trial launching, all specific locations 684 

where trial activities will occur. In some cases, sponsors may be able to justify delegating 685 

activities to a certain type of location or setting, institution or type of health care or service 686 

provider. They do not have to know in advance who will ask to participate in a trial or be 687 

involved in trial activities. 688 

In their protocol requirements for training, qualification and experience of additional trial 689 

personnel, sponsors should address: 690 

• how agreements to manage delegated activities will be established and 691 

• how this will be recorded in a delegation log 692 

3.6.3 Delegation log 693 

Within the delegation log, a qualified investigator may designate other physicians or in some 694 

instances other appropriate third parties qualified to perform trial-related procedures or 695 

make important trial-related decisions. However, the qualified investigator is always 696 

accountable for the actions and decisions taken as part of a clinical trial at a clinical trial site, 697 

including at all its associated additional locations. 698 

  699 
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A delegation log has to be legible, adequately completed and clearly identify the names and 700 

signatures of key personnel and delegated third parties, their key duties, and the start and 701 

end dates of those duties. This log can be used as a reference (for example, by monitors and 702 

inspectors), to verify that all third parties who are delegated trial tasks are appropriately 703 

qualified for the tasks they have been delegated. 704 

Sponsors may use electronic formats and e-signatures to facilitate the involvement of 705 

participants and third-parties in various physical locations. 706 

The delegation log should be developed before commencement of the study and updated as 707 

necessary. The qualified investigator should sign and date the log prior to a task being 708 

delegated. Site personnel and delegated third parties should not conduct study-specific tasks 709 

until the qualified investigator has documented the delegation, and any required training has 710 

been completed. 711 

Learn more about delegation logs in the guidance document on drugs for clinical trials 712 

involving human participants (GUI-0100). 713 

3.6.4 Delegation and agreements 714 

ICH guidelines recommend that delegation or distribution of tasks be managed through 715 

agreements. The protocol may serve as the basis of agreements. 716 

Decentralized clinical trial models, involving the delegation of trial activities, can involve risk 717 

for participants, sponsors and qualified investigators. Agreements can support all parties 718 

involved in conducting trial activities in knowing their roles, responsibilities and liabilities, and 719 

this helps to support participant safety. 720 

Agreements may set out such considerations as: 721 

• individual roles and responsibilities 722 

• how specific trial activities should be conducted, and their setting 723 

• professional liability among investigators, sub-investigators, delegated third parties, 724 

health care providers, insurers and sponsors 725 

• safety monitoring and reporting of adverse events 726 

• indemnity coverage for participants 727 

Clearly written agreements can help support health care providers in complying with all 728 

applicable laws, regulations and professional standards. 729 

3.6.5 Delegation and participant screening 730 

Medical care and medical decisions are supervised by the qualified investigator.  731 

To address the risk of impeding clinical development of the drug, the qualified investigator is 732 

responsible for ensuring that potential participants are screened at the time they enrol in an 733 

expanded access clinical trial. Screening is done to determine that potential participants are 734 

not able to enrol in ongoing confirmatory trials. 735 

  736 

https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-clinical-practices/guidance-documents/guidance-drugs-clinical-trials-human-subjects-gui-0100/document.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-clinical-practices/guidance-documents/guidance-drugs-clinical-trials-human-subjects-gui-0100/document.html
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A protocol that proposes to delegate duties related to participant screening and enrolment 737 

from the qualified investigator to other personnel or delegated third parties should 738 

adequately address this risk. 739 

3.6.6 Delegation and informed consent 740 

As per C.05.010, written informed consent needs to be given in accordance with the 741 

applicable laws governing consent. This includes applicable provincial and territorial rules.  742 

In some cases, the informed consent process may need to be carried out in a decentralized 743 

context involving several different physical locations. Sponsors and qualified investigators 744 

should mitigate any risks to participants when obtaining informed consent in a decentralized 745 

context. The trial protocol should include rationale to support: 746 

• delegating duties related to the informed consent process to other personnel or third 747 

party or 748 

• obtaining informed consent through a virtual meeting (for example, at a health care 749 

provider's office or potential participant's home) 750 

o such meetings should take place in real-time and face-to-face, using both audio 751 

and video 752 

Sponsors must provide a trial-specific informed consent form (ICF). This form must clearly 753 

and concisely outline: 754 

• the risks and anticipated benefits and 755 

• other information that potential participants require in order to decide if they will 756 

participate in the trial 757 

Sponsors must ensure that research ethics board approval has been obtained for the trial 758 

protocol and the ICF. Sponsors should ensure that the informed consent process:  759 

• fully informs potential participants of all aspects of the trial that are relevant to their 760 

decision to participate, including potential indemnity coverage 761 

o this is documented in an ICF (developed by the sponsor and reviewed and 762 

authorized by a research ethics board) 763 

• informs potential participants so they know who to contact if there are questions 764 

about the research 765 

• provides a 24-hour number or tell participants who to contact if they experience a 766 

research-related injury (for example, local health care provider, emergency services, 767 

qualified investigator) 768 

• informs potential participants on who will have access to their personal health 769 

information collected during the study and how it will be stored 770 

• retains a retrievable record of the participant's informed consent 771 

  772 
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New information that might affect a participant's willingness to continue should be 773 

evaluated to decide if their re-consent is necessary. If re-consent is required, such as due to 774 

emerging safety concerns or signals from other clinical trials, the new information must be 775 

clearly highlighted in the updated informed consent materials. These updated materials 776 

should be approved by a research ethics board before they are used.  777 

A written, signed and dated ICF is required as documentation of consent in paper or 778 

electronic format. A valid record of the participant's signature must be kept. Documentation 779 

should also confirm that the participant received the information, a discussion took place 780 

with the qualified investigator or delegated third party and the participant gave consent. 781 

The informed consent process must comply with all applicable regulatory requirements and 782 

adhere to GCP requirements. 783 

Virtual meeting platforms and electronic signatures may make the informed consent 784 

process more efficient for those who live in remote areas. However, sponsors should be 785 

careful not to unintentionally discriminate against those who do not have access to, or 786 

prefer not to use, virtual platforms. Alternative methods, including in-person consent 787 

meetings and physical copies of the ICF, should be available to those who request it.  788 

3.6.7 Delegation and institutional research ethics boards 789 

As with all clinical trials, clinical trial sites of expanded access clinical trials must be 790 

authorized by a research ethics board. This approval must be provided to Health Canada as 791 

part of the CTSI form before trial activities can begin at a clinical trial site or at its other 792 

associated locations. 793 

Some research ethics boards may accept alternate review models, or accept prior ethics 794 

reviews and decisions from another board, especially if the institutional board is part of a 795 

consolidated or streamlined ethics review network. Indeed, some clinical trial organizations 796 

in Canada have facilitated more streamlined approval processes that can now include 797 

simultaneous participation and representation from many institutional research ethics 798 

boards. Approval from one of these networked research ethics boards may help to 799 

streamline required approvals for opening multiple clinical trial sites.  800 

3.6.8 Delegation, data management and privacy 801 

Delegating clinical trial activities to a different physical location than the clinical trial site 802 

may require that information and data be shared between those involved in conducting 803 

various activities and the qualified investigator. Often, this data will contain participants' 804 

sensitive and private medical information. 805 

  806 
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The collection, transfer, storage and handling of clinical trial data are regulated by federal 807 

and provincial personal information and privacy laws. Sponsors should be aware of any local 808 

laws and regulations that might have an impact on their trial activities, especially across 809 

borders. 810 

Learn more: 811 

• Privacy legislation (Health Data Research Network Canada) 812 

3.6.9 Delegation and safety monitoring plans 813 

Trial activities, including those that have been delegated, should be monitored properly and 814 

comply with good clinical practices and regulatory requirements. 815 

Protocols should include a risk-based safety monitoring plan that takes into account 816 

treatment complexity, participant safety, individual competencies and intended research 817 

outcomes of the expanded access clinical trial. This plan should indicate how the trial will be 818 

monitored, compliance assessed, and records collected, reviewed and analyzed for safety 819 

outcomes. 820 

3.6.10 Delegation and reporting adverse drug reactions 821 

The regulations state: 822 

"During the course of a clinical trial, the sponsor shall inform the Minister of any serious 823 

unexpected adverse drug reaction in respect of the drug that has occurred inside or outside 824 

Canada as follows: 825 

a. if it is neither fatal nor life threatening, within 15 days after becoming aware of the 826 

information and 827 

b. if it is fatal or life threatening, within seven days after becoming aware of the 828 

information 829 

The sponsor shall, within 8 days after having informed the Minister under paragraph (b), 830 

submit to the Minister a complete report in respect of that information that includes an 831 

assessment of the importance and implication of any findings made." 832 

Agreements can support all parties involved in conducting trial activities in being aware of 833 

their roles and responsibilities for reporting adverse drug reactions to the sponsor. In this 834 

way, all individuals involved in expanded access clinical trial activities can effectively play 835 

their part in supporting participant safety. 836 

3.7 Annual reports 837 

The risks of impeding the clinical development of the drug or of bypassing regulatory review 838 

before broad marketing of the drug are not static. The risks depend on context and will 839 

evolve depending on such things as progress of the drug development program and other 840 

factors. 841 

  842 

https://www.hdrn.ca/en/dash/resources/privacy/privacy-legislation/
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To be able to assess the safety and evolving risks of an ongoing expanded access clinical 843 

trial, Health Canada may request that sponsors of such trials submit a report every year. 844 

Assessment would start 1 calendar year after trial activities begin, until study completion.  845 

For Health Canada to undertake this assessment, sponsors could be instructed to include 846 

the following information in their annual report: 847 

• number of participants enrolled since the last report and total number since the 848 

expanded access clinical trial began 849 

• number of third-party individuals involved in administering the drug, if applicable, 850 

since the last report and total number since the expanded access clinical trial began 851 

• status of any planned, ongoing or completed confirmatory trials since the last report, 852 

or other commitments related to clinical development of the drug made in the CTA 853 

• updates on any other commitments made in the CTA, including proposed milestones 854 

for bringing the drug to market 855 

Health Canada may suspend the authorization to sell a drug for the purposes of a clinical 856 

trial if there are reasonable grounds to believe that information submitted about the trial is 857 

false or misleading (there may be other grounds to suspend). The ability to suspend is 858 

outlined in section C.05.016(1) of the regulations. 859 

3.8 Expanded access clinical trials with controlled substances 860 

Clinical trials are regulated under Part C, Division 5 of the regulations. However, sponsors 861 

who wish to conduct a trial with a controlled substance listed in Schedules I to V of the 862 

Controlled Drugs and Substances Act (CDSA) must also comply with this act's requirements.  863 

Under the CDSA, all activities with controlled substances, including the sale, import, export, 864 

production, transportation and possession of controlled substances, are prohibited unless 865 

authorized under its regulations or by exemption. (Possession is only prohibited for 866 

controlled substances listed in Schedules I, II and III to the CDSA).  867 

A qualified investigator requiring a controlled substance for research purposes, which 868 

includes administration to humans in a clinical trial, must receive an authorization from 869 

Health Canada. This is done by submitting a separate application to the Office of Controlled 870 

Substances, after a no objection letter for the clinical trial has been issued by Health 871 

Canada. 872 

Applications to perform research with a controlled substance that is a restricted drug listed 873 

in the schedule to Part J of the Food and Drug Regulations require additional supporting 874 

documents. Upon receipt of an application, the Office of Controlled Substances will identify 875 

any additional supporting documents required. 876 

Health Canada applies the following principles for research with controlled substances:  877 

• there is a record of handling 878 

• the risk of diversion in transit is reasonably addressed 879 

  880 
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• the risk of diversion at the clinical trial site or associated locations is reasonably 881 

addressed 882 

Investigational drugs that are restricted drugs must be provided by a licensed dealer who is 883 

authorized to conduct regulated activities with the substance. 884 

If the authorized manufacturer is located outside of Canada, a Canadian licensed dealer 885 

must import the substance. The licensed dealer must obtain an import permit from Health 886 

Canada. Only licensed dealers can apply for import permits. 887 

Learn more about the application process for clinical trials with controlled substances:  888 

• Controlled substances 889 

To apply to use a controlled substance for clinical trials (must be completed by a qualified 890 

investigator): 891 

• Application form 892 

Researchers should familiarize themselves with all Health Canada notices to stakeholders on 893 

the requirements for conducting clinical research with specific controlled substances.  894 

Researchers interested in conducting an expanded access clinical trial with a controlled 895 

substance should contact the Office of Controlled Substances to obtain information on 896 

associated requirements. 897 

Email: exemption@hc-sc.gc.ca 898 

Health Canada also conducts compliance and enforcement activities for all controlled 899 

substances and precursors and activities conducted under the CDSA and its regulations. This 900 

includes activities conducted in clinical trials. Compliance monitoring and enforcement 901 

helps to support the legitimate use of controlled substances, while reducing the risk of 902 

diversion. 903 

For information on the principles that Health Canada follows when monitoring compliance 904 

and enforcement of controlled substances, visit: 905 

• Compliance and enforcement policy for controlled substances and precursors (CS-POL-906 

001) 907 

https://www.canada.ca/en/health-canada/services/health-concerns/controlled-substances-precursor-chemicals/controlled-substances.html
https://www.canada.ca/content/dam/hc-sc/documents/services/health-concerns/controlled-substances-precursor-chemicals/ClinicalTrialExemptionApplicationFormEN.pdf
mailto:exemption@hc-sc.gc.ca
https://www.canada.ca/en/health-canada/services/health-concerns/controlled-substances-precursor-chemicals/controlled-substances/compliance-monitoring/compliance-monitoring-controlled-substances/enforcement-policy.html
https://www.canada.ca/en/health-canada/services/health-concerns/controlled-substances-precursor-chemicals/controlled-substances/compliance-monitoring/compliance-monitoring-controlled-substances/enforcement-policy.html
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