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FOREWORD 

 

Guidance documents are meant to provide assistance to industry and health care 

professionals on how to comply with governing statutes and regulations. Guidance 

documents also provide assistance to staff on how Health Canada mandates and 

objectives should be implemented in a manner that is fair, consistent and effective. 

 

Guidance documents are administrative instruments not having force of law and, as such, 

allow for flexibility in approach.  Alternate approaches to the principles and practices 

described in this document may be acceptable provided they are supported by adequate 

justification.  Alternate approaches should be discussed in advance with the relevant 

program area to avoid the possible finding that applicable statutory or regulatory 

requirements have not been met. 

 

As a corollary to the above, it is equally important to note that Health Canada reserves 

the right to request information or material, or define conditions not specifically 

described in this document, in order to allow the Department to adequately assess the 

safety, efficacy or quality of a therapeutic product.  Health Canada is committed to 

ensuring that such requests are justifiable and that decisions are clearly documented. 

 

This document should be read in conjunction with the accompanying notice and the 

relevant sections of other applicable guidance documents. 
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1.0  INTRODUCTION 1 

 2 

Health Canada, the federal regulatory authority that evaluates the quality, safety, and 3 

efficacy of human drugs available in Canada, recognizes that there are extraordinary 4 

circumstances in which manufacturers may be seeking authorization for Extraordinary 5 

Use New Drugs (EUNDs). EUND sponsors cannot reasonably provide substantial 6 

evidence demonstrating the safety and efficacy of a therapeutic product as there are 7 

logistical or ethical challenges in conducting the appropriate human clinical trials.   8 

 9 

 10 
 11 

 12 

1.1 OBJECTIVE 13 

 14 

The objective of this document is to provide guidance to sponsors to enable them to meet 15 

the pre-market and post-market information and regulatory requirements under the Food 16 

and Drug Act and its Regulations for the authorization of EUNDs in Canada. 17 

 18 

 19 

 20 

C.08.002.01(1) A manufacturer of a new drug may file an extraordinary use new drug 

submission for the new drug if 

 

(a) the new drug is intended for 

 

(i) emergency use in situations where persons have been exposed to a chemical, 

biological, radiological or nuclear substance and action is required to treat, 

mitigate or prevent a life-threatening or other serious disease, disorder or 

abnormal physical state, or its symptoms, that results, or is likely to result, from 

that exposure, or 

 

(ii) preventative use in persons who are at risk of exposure to a chemical, 

biological, radiological or nuclear substance that is potentially lethal or 

permanently disabling; and 

 

(b) the requirements set out in paragraphs C.08.002(2)(g) and (h) cannot be met 

because 

 

(i) exposing human volunteers to the substance referred to in paragraph (a) 

would be potentially lethal or permanently disabling, and 

 

(ii) the circumstances in which exposure to the substance occurs are sporadic 

and infrequent. 
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1.2 SCOPE AND APPLICATION 21 

 22 

This guidance document is for sponsors seeking to file an extraordinary use new drug 23 

submission (EUNDS) or an abbreviated extraordinary use new drug submission 24 

(AEUNDS) for drugs considered to be EUNDs. 25 

 26 

 27 

1.3  POLICY STATEMENTS 28 

 29 

1.3.1   The EUND regulatory pathway is only available for those drugs that meet the 30 

inclusion criteria in C.08.002.01(1). This regulatory pathway may not be used for 31 

a drug which can fulfill the requirements of a New Drug Submission (NDS), in 32 

particular C.08.002 (2)(g) and (h).  33 

 34 

1.3.2 Sponsors of EUNDSs are encouraged to consult with Health Canada as early as 35 

possible in the drug development process and on an ongoing basis. 36 

 37 

1.3.3  Sponsors should provide in an EUNDS, sufficient information and material on the 38 

quality, non-clinical and clinical, and post-marketing aspects of an EUND.  39 

 40 

1.3.4 While the EUNDS process allows for special considerations such as a reduced 41 

clinical information package, it does not allow for a reduction in the requirements 42 

for product quality information (i.e. chemistry and manufacturing).  Therefore, 43 

sponsors are expected to provide a full quality information package as part of the  44 

their EUNDS. 45 

 46 

1.3.5 For the evaluation of an EUNDS, the non-clinical information package is critical 47 

as the regulatory requirements for the clinical information package are reduced.  48 

Therefore, sponsors are expected to provide a robust non-clinical information 49 

package as part of their EUNDS. 50 

 51 

1.3.6 Sponsors are expected to provide an enhanced post-market information package 52 

as part of their EUNDS.  53 

 54 

1.3.7 Regulatory decisions for the authorization of an EUND/AEUND, will be based on 55 

the entire supporting evidence provided by a sponsor in a submission.  56 

 57 

1.3.8 Once an EUND has received a Notice of Compliance (NOC) for an 58 

EUND/AEUND, the sale of the drug product is restricted to governments 59 

(C.08.002.02).    60 

 61 

1.3.9 A drug product that has received a Notice of Compliance as an EUND can only 62 

be a Canadian Reference Product (CRP) in an AEUNDS (C.08.002.1(4)). 63 

 64 

1.3.10 EUNDSs are not eligible for either priority review status or a notice of 65 

compliance with conditions (NOC/c) as “promising” or “substantial” evidence of 66 
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(pre-market) clinical effectiveness is required in a submission, and such 67 

information is limited for EUNDs. 68 

 69 

 70 

1.4 BACKGROUND 71 

 72 

Amendments were made to the Food and Drug Regulations (FDR) to include a specific 73 

regulatory pathway for Extraordinary Use New Drugs (EUNDs). Typically, clinical trials 74 

in human subjects are conducted and the results are provided as part of the clinical 75 

information package of an NDS to Health Canada, the federal authority that reviews the 76 

safety and efficacy of human drugs. However, it is recognized that under certain 77 

extraordinary circumstances, because of logistical or ethical reasons, it is not possible for 78 

sponsors to conduct clinical trials in human subjects for its intended use(s) e.g. some 79 

drugs that are used as military medical countermeasures. For products with limited 80 

clinical information, the standard regulatory pathway for authorization, i.e. New Drug 81 

Submission (NDS) or an Abbreviated New Drug Submission (ANDS) cannot be used. 82 

The EUND regulatory pathway was developed to address the review of EUNDs. 83 

 84 

The amendments to the FDR provide a regulatory pathway for the authorization of new 85 

drugs under extraordinary circumstances by recognising the challenges sponsors face 86 

when conducting clinical studies for these drugs.  These amendments allow sponsors to 87 

use results of animal studies in conjunction with results from limited data from human 88 

safety and efficacy studies to support their drug submission 89 

 90 

The goal of the regulations is to provide Canadians with access to extraordinary use new 91 

drugs which have undergone a pre-market review for quality, safety, and efficacy despite 92 

limited clinical data packages, and which will be monitored more extensively for clinical 93 

safety and effectiveness in the post-market phase.   94 

 95 

2.0  GUIDANCE FOR IMPLEMENTATION 96 

 97 

2.1 APPLICABLE REGULATIONS 98 

  99 
The provisions related to EUNDs are stated in Part C, Divisions 1, 1A (Establishment 100 

Licences), 2 (Good Manufacturing Practices), 4 (Biologics), and the applicable sections 101 

of Division 8 (New Drugs) of the Food and Drug Regulations. 102 

 103 

A sponsor can file an AEUND for a new drug (C.08.002.1), if, in comparison with a 104 

Canadian Reference Product (CRP), it meets the criteria below: 105 

 106 

a. the new drug is the pharmaceutical equivalent of the CRP; 107 

 108 

b. the new drug is bioequivalent to the CRP, based on the pharmaceutical and, 109 

where the Minister considers it necessary, bioavailability characteristics; 110 

 111 

c. the route of administration of the new drug is the same as that of the CRP; and 112 
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d. the condition(s) of use for the new drug will fall within the conditions of use 113 

for the CRP (C.08.002.01(1)). 114 

 115 

For additional information regarding the abbreviated submission process, please consult 116 

the Health Canada guidance document titled Draft Guidance for Industry: Preparation of 117 

Comparative Bioavailability Information for Drug Submissions in the CTD Format. See 118 

also Guidance for Sponsors: Information and Submission Requirements for Subsequent 119 

Entry Biologics (SEBs). 120 

 121 

 122 

2.1.1  PATENTS, INTELLECTUAL PROPERTY, AND DATA PROTECTION 123 

 124 
EUNDs are subject to all applicable patent, intellectual property, and data protection 125 

regulations. 126 

 127 

Generic drugs may enter the market subsequent to an innovator/reference drug product 128 

authorized for sale in Canada, and for which patents have expired or have been 129 

successfully addressed under the Patented Medicines (Notice of Compliance) 130 

Regulations. In instances where the reference drug product has data protection, the 131 

generic drug cannot enter the market until after the expiry of the data protection term.  132 

Generic drug products are subject to existing laws and regulations outlined in the 133 

Patented Medicines (Notice of Compliance) Regulations and C.08.004.1 of the Food and 134 

Drug Regulations, and related guidance documents entitled, “Guidance Document:  Data 135 

Protection under C.08.004.1 of the Food and Drug Regulations” and “Guidance 136 

Document:  Patented Medicines (Notice of Compliance) Regulations”. For an AEUNDS, 137 

the generic drug sponsor must clearly identify the product to which it is considered to be 138 

making a direct or indirect comparison according to the Patented Medicines (Notice of 139 

Compliance) Regulations and C.08.004.1 of the Food and Drug Regulations.  140 

 141 

  142 

2.1. 2 PRE-SUBMISSION MEETINGS 143 

 144 

Sponsors wishing to submit an EUNDS to Health Canada are strongly urged to request a 145 

pre-submission meeting to discuss all aspects of their submission.  146 

 147 

In preparation for this meeting, sponsors are encouraged to submit a rationale in writing 148 

stating why their prospective product should be reviewed as an EUND (see section 2.3).  149 

Sponsors are encouraged to hold early and ongoing consultation with Health Canada to 150 

help ensure that regulatory requirements are met.   151 

 152 

Sponsors should also refer to the Health Canada document titled Management of Drug 153 

Submission Guidance for instructions on how to request pre-submission meetings. 154 

Sponsors should forward their pre-submission meeting requests to the appropriate 155 

Directorate (Office) located within Health Canada, please refer to Appendix A for 156 

relevant contact information. 157 

 158 
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2.1. 3 SUBMISSION  159 

 160 

All submission information should be provided in accordance with the Health Canada 161 

guidance document, Preparation of Drug Regulatory Activities in the Common Technical 162 

Document (CTD) Format. 163 

 164 

The preparation and filing of submissions and/or additional information in an electronic 165 

CTD (eCTD) format is encouraged but remains optional. Sponsors who choose to file a 166 

submission in the eCTD format should consult Health Canada’s Guidance for Industry: 167 

Preparation of Drug Submissions in Electronic Common Technical Document (eCTD) 168 

Format. 169 

 170 

Sponsors should refer to the Management of Drug Submissions Guidance document for 171 

general procedures on how to file submissions. 172 

 173 

 174 

2.1.4 USE OF FOREIGN REVIEWS 175 

 176 

EUNDSs and AEUNDSs shall contain any available assessment reports regarding the 177 

new drug prepared by regulatory authorities, in countries other than Canada 178 

(C.08.002.01(2)(x)). 179 

 180 

For more information on the use of foreign reviews, please refer to the Draft Guidance 181 

Document:  The Use of Foreign Reviews by Health Canada. 182 

 183 

 184 

2.1.5 REVIEW TIME 185 

 186 

There is no change in the projected review times for the EUNDS and the abbreviated 187 

version. Hence, the projected review times are 300 days for a EUNDS and 180 days for 188 

an AEUNDS.  189 

 190 

Information regarding general submission requirements and target performance standards 191 

may be found in the Health Canada guidance document Management of Drug Submission 192 

Guidance. 193 

 194 
 195 

2.1.6 FEES 196 

 197 
There is no change in the fees for the EUNDS and the abbreviated version.  198 

 199 

The fees for EUNDS and abbreviated version are consistent with those for NDS and 200 

ANDS.   201 

 202 

For additional information related to Health Canada’s cost recovery policy, refer to the 203 

Guidance Document, Fees for the Review of Drug Submissions and Applications.   204 
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A request and rationale for fee remission can be submitted at time of filing an EUNDS. 205 

For additional information regarding drug evaluation fees, contact the following:  206 

 207 

Office of Submissions and Intellectual Property (OSIP) 208 

Therapeutic Products Directorate 209 

Health Canada 210 

Phone:  (613) 941-7281 211 

Fax: (613) 946-5610 212 

E-mail: cost.recovery@hc-sc.gc.ca 213 

 214 

 215 

2.2 CLINICAL TRIAL APPLICATIONS 216 

 217 
Clinical trials conducted in Canada involving human drugs are subject to Part C,  218 

Division 5 of the FDR, which outlines the requirements applicable to the sale and 219 

importation of drugs for use in human clinical trials. Clinical Trial Applications (CTAs) 220 

should be submitted in accordance with Health Canada’s Guidance for Clinical Trial 221 

Sponsors: Clinical Trial Applications and the Clinical Trials Manual. 222 

 223 

Sponsors should include all information identified in C.05.005 of the Food and Drug 224 

Regulations in their application for authorization. 225 
 226 
 227 

2.3 SUBMISSION INFORMATION AND REQUIREMENTS 228 

 229 

 230 
 231 

Sponsors must submit a written rationale, preferably not more than 20 pages, on how 232 

their product fulfills the requirements outlined in C.08.002.01(1), that is, how the product 233 

satisfies the intended use conditions in C.08.002.01(1)(a)(i) and (ii) and how their 234 

product cannot satisfy the requirements of C.08.002 (2) (g) and (h)) as stated in      235 

C.08.002.01(1)(b)(i) and (ii). Generally, such a rationale, in support for a product to 236 

undergo the EUND pathway, is provided at pre-submission meetings for Health Canada’s 237 

consideration. 238 

 239 

For EUNDSs, sponsors should provide sufficient information and material on the quality, 240 

non-clinical and clinical, and post-marketing aspects of an EUND.  241 

 242 

 243 

C.08.002.01(2) [An EUND] submission shall contain an attestation, signed and dated 

by the senior executive officer in Canada of the manufacturer filing the submission 

and by the manufacturer’s senior medical or scientific officer, certifying that the 

requirements specified in C.08.002.01 (1)(a) and (b) are met, and that sufficient 

supporting information has been provided to enable the Minister to determine that 

those conditions are met. 

 

mailto:cost.recovery@hc-sc.gc.ca
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2.3.1 QUALITY INFORMATION AND REQUIREMENTS 244 

 245 

For an EUNDS or AEUNDS, sponsors must submit a full chemistry and manufacturing 246 

(quality) information package as required for an NDS and ANDS. Sponsors should refer 247 

to Appendix B for a comprehensive (but not exhaustive) list of guidance documents that 248 

provide further guidance on meeting submission and information requirements.  249 

 250 

 251 

2.3.1.1  GENERAL CONSIDERATIONS: LONG-TERM STABILITY  252 

 253 
When an EUND may be stockpiled for emergency preparedness or used in extreme 254 

environmental conditions, additional considerations should be given to the formulation 255 

and stability of the EUND to ensure that it is appropriate for the intended use. For 256 

example, formulations suitable for long-term stability with accelerated and or forced 257 

degradation stability studies may be required.  258 

 259 

 260 

2.3.2 NON-CLINICAL INFORMATION AND REQUIREMENTS 261 

All EUNDSs should contain the standard pre-clinical information described in the 262 

relevant guidance documents for the product class.  Additional non-clinical information 263 

may be required to demonstrate the potential for clinical effectiveness under the proposed 264 

conditions of use, and to support the safety of the EUND.  All studies should be 265 

conducted in accordance with Good Laboratory Practices (GLPs), sponsors should refer 266 

to Good Laboratory Practices (GLP) Guidelines. Please consult Health Canada’s 267 

Guidance Document Non-Clinical Laboratory Study Data Supporting Drug Product 268 

Applications and Submissions: Adherence to Good Laboratory Practice. 269 

 270 
 271 

In vitro studies should demonstrate the mechanism of action of the chemical, biological, 272 

radiological or nuclear (CBRN) substance and the means whereby the EUND mitigates 273 

its effect.  For example, where the activity of the CBRN substance involves binding to 274 

receptors, the in vitro studies should demonstrate the ability of the EUND to interfere 275 

with binding of the CBRN substance.  If the EUND acts by binding to the CBRN 276 

substance, the ability of the EUND to bind to the CBRN substance should be 277 

demonstrated. The concentration/response relationship of the EUND should be assessed 278 

to determine the most effective concentrations.  279 

 280 

 281 

C.08.002.01 (2)(b)(ii) Subject to subsections (3) and (5), an extraordinary use new 

drug submission shall contain sufficient information and material to enable the 

Minister to assess the safety and effectiveness of the new drug, including the 

following: information respecting the pathophysiological mechanism for the toxicity 

of the chemical, biological, radiological or nuclear substance and describing the new 

drug’s ability to treat, mitigate or prevent that mechanism. 
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 282 

 283 
 284 

In vitro studies should also investigate the potential for “off-target” effects of the EUND.  285 

If the activity of the EUND involves binding to receptors or binding to the CBRN 286 

substance, the potential for binding to other receptors or to other naturally occurring 287 

chemicals should be assessed.  288 

 289 

 290 
 291 

292 
  293 

In vitro studies should support the relevance of the proposed animal model to humans.  294 

Studies demonstrating the mechanism of action should be conducted using both human 295 

and animal ex-vivo systems to determine the relevance of the animal model.  For 296 

example, where the activity of the EUND depends on binding to active sites, the in vitro 297 

studies should demonstrate the concentration/binding relationship and the potential for 298 

cross-reactivity with other binding sites in both human and animal systems.  For 299 

substances that are metabolized, species differences in metabolic pathways should also be 300 

assessed. Interspecies differences in the metabolism of the CBRN substance may 301 

determine the relevance of the animal model, for example, if the substance is metabolized 302 

by a CYP P450 isozyme which isn’t found in humans. 303 

 304 

In vivo studies should demonstrate the potential efficacy of the EUND. Studies should 305 

demonstrate that the animal model reacts to the CBRN substance in a manner similar to 306 

humans, and that the EUND is effective in preventing the unfavourable outcome when 307 

the animal model is exposed to the CBRN substance.  For CBRN substances where the 308 

exposure may vary because of environmental conditions or the nature of the exposure, the 309 

studies should be conducted to demonstrate the potential efficacy under various 310 

C.08.002.01(2)(b)(v) Subject to subsections (3) and (5), an extraordinary use new 

drug submission shall contain sufficient information and material to enable the 

Minister to assess the safety and effectiveness of the new drug, including the 

following: information confirming that the end point of animal studies is clearly 

related to the desired benefit in humans. 

C.08.002.01(2)(b)(iv) Subject to subsections (3) and (5), an extraordinary use new 

drug submission shall contain sufficient information and material to enable the 

Minister to assess the safety and effectiveness of the new drug, including the 

following: detailed reports of studies, in an animal species that is expected to react 

with a response that is predictive for humans, establishing the safety of the new drug, 

and providing substantial evidence of its effect, when used for the purpose and under 

the conditions of use recommended. 

 

C.08.002.01(2)(b)(iii) Subject to subsections (3) and (5), an extraordinary use new 

drug submission shall contain sufficient information and material to enable the 

Minister to assess the safety and effectiveness of the new drug, including the 

following: detailed reports of in vitro studies respecting the toxicity and activity of the 

new drug in relation to the recommended purpose. 
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conditions including those representing the maximum expected exposure to the CBRN 311 

substance. 312 

 313 

 314 
 315 

Pharmacokinetic studies should be used to assess the absorption, distribution, metabolism 316 

and excretion (ADME) of the EUND.  Where the desired clinical effect is dependent on 317 

blood levels or saturation of receptors, pharmacokinetic/pharmacodynamic studies should 318 

clearly define the dosage needed to obtain the desired blood levels.  Where the activity of 319 

the EUND depends on pharmacodynamic action, rather than pharmacokinetics, as in the 320 

immune response to a vaccine, the relationship of the pharmacodynamic effect to dose 321 

and the duration of the response should be defined. 322 

 323 

It is recognized that for some classes of products, such as monoclonal antibodies or 324 

oligonucleotides, animals may develop immune reactions to humanized products.  325 

Therefore, higher order species, such as primates, may be preferred for testing of these 326 

products, but the dose-response relationship should be clearly defined as only a few 327 

amino acid substitutions can markedly change the binding efficiency.  In other situations, 328 

it may be necessary to develop and use animals that respond in a manner analogous to 329 

humans to evaluate the effectiveness of the EUND.  The animal model developed may 330 

also be used for toxicity testing.  In such cases, safety information from a second species 331 

using the EUND product should also be provided, in support of the safety assessment. 332 

 333 

 334 

2.3.3 CLINICAL INFORMATION AND REQUIREMENTS 335 

 336 

Given the nature of the EUNDS, it is not expected that the clinical information package 337 

will be similar to that of a regular NDS. But in some instances, it may be possible for 338 

sponsors to submit some clinical data to support their application.  339 

 340 

 341 
 342 

While the EUND cannot be tested under the conditions of use to confirm the 343 

effectiveness, the submission should contain sufficient information to demonstrate a high 344 

probability of efficacy, and that the EUND does not cause undue harm to recipients.  This 345 

C.08.002.01(2)(b)(viii) Subject to subsections (3) and (5), an extraordinary use new 

drug submission shall contain sufficient information and material to enable the 

Minister to assess the safety and effectiveness of the new drug, including the 

following: information, if any, respecting the effectiveness of the new drug in humans 

for the purpose or under the conditions of use recommended. 

 

C.08.002.01(2)(b)(vi) Subject to subsections (3) and (5), an extraordinary use new 

drug submission shall contain sufficient information and material to enable the 

Minister to assess the safety and effectiveness of the new drug, including the following: 

information demonstrating that there is a sufficient understanding of the 

pharmacokinetics and pharmacodynamics of the new drug in animals and in humans 

to enable inferences to be drawn in respect of humans so as to allow for the selection 

of an effective dose in humans. 
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is particularly important when the EUND is to be used prophylactically and exposure to a 346 

CBRN substance may not occur.  347 

 348 

For all appropriate inferences on dosing from in vitro tests and animal models 349 

C.08.002.01(2)(b)(vi), standard clinical phase I dose escalation studies should be 350 

conducted to determine the pharmacokinetics/pharmacodynamics, and to provide 351 

preliminary information on safety. Phase II studies should evaluate the consistency of the 352 

pharmacokinetic/pharmacodynamic profile in a larger number of subjects, to further 353 

refine the appropriate dosing regimen and evaluate safety. Other information (e.g. 354 

toxicological studies) pertinent to determining the safe dosage in humans will also be 355 

considered.  356 

 357 

 358 
 359 

Although the EUND cannot be tested under the conditions of use to confirm the 360 

effectiveness, there may exist a body of knowledge, such as case reports or case series, on 361 

the use of the EUND in humans under the conditions of use resulting from accidental 362 

exposure.  Where such information is available, it should be provided to support the 363 

evaluation of the effectiveness and safety of the EUND. 364 

 365 

For subjects in whom the EUND is to be used prophylactically, the number of subjects 366 

should be sufficiently large to demonstrate that the common adverse events of minor 367 

severity are rare, particularly when exposures to CBRN substances are rare. 368 

 369 

 370 

2.4 POST-MARKET REQUIREMENTS 371 

 372 

 373 
 374 

The market authorization of EUNDs will be based on limited clinical information. 375 

Therefore, sponsors must provide information on the process and procedures for post-376 

market surveillance to establish the efficacy and safety in human subjects under the 377 

intended conditions of use.  378 

 379 

 380 

C.08.002.01 (2)(b)(ix)  Subject to subsections (3) and (5), an extraordinary use new 

drug submission shall contain sufficient information and material to enable the 

Minister to assess the safety and effectiveness of the new drug, including the 

following: a plan for monitoring and establishing the safety and effectiveness of the 

new drug under the conditions of use recommended that includes procedures for 

gathering and analyzing data. 

 

C.08.002.01(2)(b)(vii) Subject to subsections (3) and (5), an extraordinary use new 

drug submission shall contain sufficient information and material to enable the 

Minister to assess the safety and effectiveness of the new drug, including the 

following: information respecting the safety of the new drug in humans, including 

detailed reports of clinical trials, if any, establishing the safety of the new drug. 
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2.4.1  STUDY PLAN 381 

 382 

Sponsors must include “a plan for monitoring and establishing the safety and 383 

effectiveness of the new drug under the conditions of use recommended that includes 384 

procedures for gathering and analysing data” (C.08.002.01(2)(b)(ix)) for both an EUNDS 385 

and AEUNDS. This plan is essentially a clinical study or studies, intended to verify the 386 

effectiveness of the EUND under the conditions of use (its indications). The plan should 387 

be tailored to suit the conditions under which the EUND will be used (its indications). 388 

This plan should describe in detail the study design (e.g. registry, cohort, case-control, 389 

etc.) and the procedures to gather and analyze information on the effectiveness and safety 390 

under the proposed conditions of use. The plan(s) should include a rationale for the study 391 

design, a description of population to be studied, including any vulnerable or special 392 

populations (e.g. paediatric, elderly etc.), procedures for collecting information, and the 393 

proposed statistical analysis. Criteria for determining lack of efficacy should be clearly 394 

stated. 395 

 396 

This study plan should also include the procedures for collecting and monitoring adverse 397 

events, the methods for determining the causal relationship between the EUND and the 398 

adverse event, and for assessing the effect of adverse reactions on the benefit-risk profile 399 

of the EUND. Where the EUND is being used prophylactically, a separate study may be 400 

required for monitoring the safety in subjects who are not exposed to CBRN substances.  401 

 402 

The study or studies should be conducted in accordance with Good Clinical Practice to 403 

enhance subject safety and ensure data quality. 404 

 405 

 406 
 407 

Failure to adhere to the study plan may result in suspension of the notice of compliance 408 

(C.08.006(2)(g)) i.e. revocation of market authorization for a definite or indefinite period. 409 

 410 

 411 

2.4.2  RISK MANAGEMENT PLAN 412 

 413 

According to Health Canada’s Notice Regarding Implementation of Risk Management 414 

Planning including the adoption of International Conference on Harmonisation (ICH) 415 

Guidance Pharmacovigilance Planning - ICH Topic E2E 
1
, sponsors should also submit a 416 

                                                 
1
 Notice Regarding Implementation of Risk Management Planning including the adoption of International 

Conference on Harmonisation (ICH) Guidance Pharmacovigilance Planning - ICH Topic  

C.08.006(2)(g) “The Minister may, by notice to a manufacturer, suspend, for a 

definite or indefinite period, a notice of compliance issued to that manufacturer in 

respect of a new drug submission, an extraordinary use new drug submission, an 

abbreviated new drug submission, an abbreviated extraordinary use new drug 

submission or a supplement to any of those submissions if the Minister considers that, 

in the case of a new drug for extraordinary use, the manufacturer has not adhered to 

the plan referred to in subparagraph C.08.002.01(2)(b)(ix). 
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Risk Management Plan (RMP).  The RMP should describe the known and potential risks 417 

of the EUND under the proposed conditions of use, and contain a pharmacovigilance plan 418 

(PvP) for monitoring the safety, including any studies submitted under sections 419 

C.08.002.01(2)(b)(ix), and proposed risk mitigation strategies, including labelling, to 420 

enhance the safe and effective use of the EUND. Sponsors may choose to follow the 421 

European Medicines Agency (EMA) Guideline on Risk Management Systems for 422 

Medicinal Products for Human Use
2
 and use the EMEA Template for European Union 423 

(EU) - Risk Management Plans (EU-RMP)
 3

 during the development of an RMP for an 424 

EUND. In Appendix C, Table 1 depicts an acceptable approach for sponsors to use the 425 

EU-RMP template while noting the necessary modifications required for sponsors to 426 

meet Canadian requirements. Those sponsors who have developed their RMP(s) in other 427 

recognized formats that incorporate all the elements of the EU guidance may submit their 428 

RMP(s) as part of their submission.  429 

 430 

 431 

2.4.3 SERIOUS ADVERSE DRUG REACTION REPORTING 432 

 433 
The manufacturer must submit reports of any serious adverse drug reaction that occurred 434 

in Canada within 15 days of receiving the information (C.01.017). When an authorized 435 

EUND is sold to a Canadian buyer (C.08.002.02) who provided the drug to a Canadian 436 

serving outside of Canada, the reaction should be treated as if it occurred in Canada.  437 

 438 

 439 

2.4.4 ANNUAL SAFETY REPORT  440 

 441 

 442 
 443 

                                                                                                                                                 
http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-

ld/vigilance/notice_avis_rmp_pgr_e2e-eng.php 
2
 Notice Regarding Implementation of Risk Management Planning including the adoption of International 

Conference on Harmonisation (ICH) Guidance Pharmacovigilance Planning - ICH Topic  

http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-

ld/vigilance/notice_avis_rmp_pgr_e2e-eng.php  
3
 IBID 

C.08.008.1 Where a manufacturer has received a notice of compliance issued in 

respect of an extraordinary use new drug submission, an abbreviated extraordinary 

use new drug submission or a supplement to either of those submissions, the 

manufacturer 

(a) shall adhere to the plan referred to in subparagraph    

C.08.002.01(2)(b)(ix); and 

(b) shall, before the first day of October in each year and whenever requested 

to do so by the Minister for the purposes of assessing the safety and 

effectiveness of the drug to which the notice of compliance relates, provide a 

report on the use of the drug, including a critical analysis of any available 

updated information respecting the drug’s safety and effectiveness. 

http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/vigilance/notice_avis_rmp_pgr_e2e-eng.php
http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/vigilance/notice_avis_rmp_pgr_e2e-eng.php
http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/vigilance/notice_avis_rmp_pgr_e2e-eng.php
http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/vigilance/notice_avis_rmp_pgr_e2e-eng.php
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On the first of October each year, or as requested by the Minister, the manufacturer shall 444 

submit a report on the use of the EUND and a critical analysis of updated information on 445 

the safety and effectiveness of the EUND.  The report should contain sufficient detail to 446 

allow determination of the adherence to the plan referred to in subsection 447 

C.08.002.01(2)(b)(ix).   448 

 449 

The report should include information on the amount of the EUND sold, and the patient 450 

exposure for the indication (i.e. under the conditions of use specified for the EUND 451 

product), for the preceding year and cumulatively. The report should contain any new 452 

non-clinical and clinical information on the safety and effectiveness of the drug, and an 453 

analysis of the impact of this information on the known effectiveness profile of the drug 454 

under the proposed conditions of use.  Adverse events observed in the time of clinical use 455 

should also be listed, and sufficient detail provided for serious adverse events to allow 456 

evaluation of the causal relationship with the EUND.  The observed safety information 457 

should be assessed in relation to the previously known safety profile of the EUND, and 458 

the impact of the new safety information on the benefit-risk profile of the EUND must be 459 

analysed. 460 

 461 

When the drug has received both an EUND NOC and a regular NOC, the manufacturer 462 

must prepare and submit a report for the EUND indication (C.08.008.1 (2)).  The report 463 

for the EUND indication should be inclusive of safety information for all the indications 464 

of a product.  For the indication(s) with a regular NOC, the manufacturer must prepare an 465 

annual report as per C.01.018.  Information related to the safety for the EUND indication 466 

should be included in that report.  When the drug has received an EUND NOC only, the 467 

manufacturer must prepare and submit a report for the EUND indication (C.08.008.1 (2)) 468 

and the manufacturer does not need to prepare the annual report (C.01.018). 469 

 470 

 471 

2.5 LABELLING 472 

 473 

 474 

 475 

For the EUND indication, Health Canada will expect a unique brand name; distinct labels 476 

(C.01.004(1)(c)(vi)) i.e. both inner and outer labels will contain prescribed wording 477 

C.04.019 (1)(vi) in the case of a new drug for extraordinary use in respect of which a 

notice of compliance has been issued under section C.08.004.01, the following 

statement, displayed in capital letters and in a legible manner: 

 

“HEALTH CANADA HAS AUTHORIZED THE SALE OF THIS EXTRAORDINARY 

USE NEW DRUG FOR [naming purpose] BASED ON LIMITED CLINICAL 

TESTING IN HUMANS. 

 

SANTÉ CANADA A AUTORISÉ LA VENTE DE CETTE DROGUE NOUVELLE 

POUR USAGE EXCEPTIONNEL AUX FINS DE [indication de la fin] EN SE 

FONDANT SUR DES ESSAIS CLINIQUES RESTREINTS CHEZ L’ÊTRE HUMAIN.” 
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indicating that the NOC has been issued based on limited clinical testing in humans; and 478 

a separate product monograph.   479 

 480 

 481 

2.5.1 PRODUCT MONOGRAPH 482 

Sponsors should consult with Health Canada’s Guidance for Industry:  Product 483 

Monograph for guidance on product monograph requirements. For an AEUNDS, 484 

sponsors should consult with Health Canada’s Draft Guidance for Industry: Preparation 485 

of Comparative Bioavailability Information for Drug Submissions in the CTD Format. 486 

 487 

2.6 CHANGES FOLLOWING AUTHORIZATION / POST NOTICE OF COMPLIANCE (POST-488 

NOC) CHANGES 489 

 490 
A sponsor may submit additional post-market information on an EUND or AEUND for 491 

changes that are significantly different from those contained in the original submission. 492 

There shall be sufficient information to enable the Minister to make the decision on the 493 

safety and effectiveness of the drug. Sponsors should also refer to Health Canada’s 494 

available guidances on post-market changes (see Appendix B).  495 

 496 

2.7  RESTRICTED SALE (DISTRIBUTION) 497 

 498 

 499 
 500 

The sale of an EUND with an NOC, shall be restricted to authorized entities such as the 501 

federal, provincial, territorial, or municipal government(s) or their representatives, or 502 

other authorized institutions or agencies (C.08.002.02).  503 

 504 

 505 

 506 

 507 

 508 

 509 

C.08.002.02 Despite sections C.08.002 and C.08.003, no manufacturer or 

importer shall sell a new drug for extraordinary use in respect of which a notice of 

compliance has been issued under section C.08.004.01 except to 

1. (a) the Government of Canada or the government of a province for the use of 

a department or agency of that government, on receipt of a written order 

signed by the minister responsible for the department or by the person in 

charge of the agency, or by their duly authorized representative; or 

2. (b) a municipal government, or an institution of such a government, on receipt 

of a written order signed by a senior official of the government or institution 

or by his or her duly authorized representative. 
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APPENDIX A – CONTACT INFORMATION 510 

 511 

For all biologics and radiopharmaceuticals - related submission or clinical trial 512 

application inquiries: 513 
 514 

Office of Regulatory Affairs (ORA) 515 
The Biologics and Genetic Therapies Directorate 516 

Health Products and Food Branch 517 

Health Canada 518 

200 Tunney's Pasture Driveway, 519 

Address Locator 0701A 520 

Tunney's Pasture, 521 

Ottawa, Ontario 522 

K1A 0K9 523 

 524 

E-mail: bgtd_ora@hc-sc.gc.ca 525 

Telephone: 613-957-1722 526 

Facsimile: 613-946-9520 527 

Teletypewriter: 1-800-267-1245 (Health Canada) 528 

 529 

 530 

For all pharmaceutical products – related submission or clinical trial related 531 

inquiries: 532 
 533 

Office of Submissions and Intellectual Property (OSIP) 534 
Therapeutic Products Directorate 535 

Health Products and Food Branch 536 

Address Locator: 3106B 537 

Ottawa, Ontario K1A 0K9 538 

 539 

E-mail: SIPDMail@hc-sc.gc.ca 540 

Telephone: 613-941-7283 541 

Facsimile: 613-941-0827 542 

 543 

Office of Clinical Trials (OCT) 544 
Therapeutic Products Directorate 545 

Health Products and Food Branch 546 

Address Locator: 3106B 547 

Ottawa, Ontario K1A 0K9 548 

 549 

E-mail: OCT_BEC_Enquiries@hc-sc.gc.ca 550 

Telephone: 613-954-6493 551 

Facsimile: 613-946-7996 552 

 553 

 554 
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APPENDIX B – A LIST OF RELEVANT GUIDANCE DOCUMENTS 555 

Manufacturers should refer to the most up-to-date versions of the following key 556 

Health Canada Guidance documents. This list is provided as a starting point to help 557 

manufacturers, and is not exhaustive. 558 

 559 

 560 

 HEALTH CANADA GUIDANCE DOCUMENTS 561 
 562 

GENERAL GUIDANCE 563 

 564 

 Guidance for Industry: Management of Drug Submissions 565 

 Preparation of Drug Submissions in the Common Technical Document Format 566 

 Preparation of Drug Submissions in the Electronic Common Technical (eCTD) 567 

Document Format 568 

 Guidance document: Non-Clinical Laboratory study Data Supporting Drug 569 

Product Applications and Submissions: Adherence to Good Laboratory Practice 570 

 Notice: Categorization of Therapeutic Products at the Device/Drug Interface 571 

[2012-05-31] 572 

 Drug/Medical Device Combination Products Policy [2005-11-30] 573 

 Guidance for sponsors: Information and Submission Requirements for 574 

Subsequent Entry Biologics (SEBs) [2010-03] 575 

 Draft Guidance Document: Data Protection under C.08.004.1 of the Food and 576 

Drug Regulations  577 

 Guidance Document: Patented Medicines (Notice of Compliance) Regulations 578 

 579 

CTA GUIDANCE 580 

 581 

 Guidance for Clinical Trial Sponsors: Clinical Trial Applications 582 

 583 

DRUG SUBMISSION GUIDANCE  584 

 585 

 Guidance for Industry; Drug Name Review: Look-alike Sound-alike (LA/SA) 586 

Health Product Names 587 

 Guidance for Industry: Product Monograph 588 

 Guidance for Industry: Product Monograph, Product Monograph Template - 589 

Schedule D.  590 

 Guidance Document - Fees for the Review of Drug Submissions and 591 

Applications 592 

 Notice Regarding Implementation of Risk Management Planning including the 593 

adoption of International Conference on Harmonisation (ICH) Guidance 594 

Pharmacovigilance Planning - ICH Topic E2E.  595 

 Guidance document: Pre-market Evaluation of Hepatotoxicity in Health 596 

Products [2012-04-18] 597 
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 Draft Policy: Bioequivalence Requirements: Drugs Exhibiting Non-linear 598 

Pharmacokinetics [2003-06-11] 599 

 Guide for the Analysis and Review of QT/QTc Interval Data 600 

 Draft Guidance document for Consultation: Labelling of Pharmaceutical Drugs 601 

for Human Use 602 

 Preparation of Drug Regulatory Activities in the Common Technical Document 603 

(CTD) Format. 604 

 Guidance for Industry: Preparation of Drug Submissions in Electronic Common 605 

Technical Document (eCTD) Format. 606 

 Draft Guidance for Industry: Preparation of Comparative Bioavailability 607 

Information for Drug Submissions in the CTD Format. 608 

 609 

       DRUG ESTABLISHMENT LICENSING 610 

 611 

 Guidance on Drug Establishment Licences and Drug Establishment Licensing 612 

Fees (GUI-0002) 613 

 614 

POST-MARKET GUIDANCE  615 

 616 

 Post-Notice of Compliance (NOC) Changes: Framework Document 617 

 Post-Notice of Compliance (NOC) Changes: Quality Document 618 

 Post-Notice of Compliance (NOC) Changes: Safety and Efficacy Document.  619 

 Guidance for Industry; Drug Name Review: Look-alike Sound-alike (LA/SA) 620 

Health Product Names 621 

 Guidance Document for Industry - Reporting Adverse Reactions to Marketed 622 

Health Products.  623 

 Guidance Document - Fees for the Review of Drug Submissions and 624 

Applications 625 

 Guidance for Industry: Product Monograph 626 

 Guidance for Industry: Product Monograph, Product Monograph Template - 627 

Schedule D. 628 

 629 

GMP GUIDANCE 630 

 631 

 Good Manufacturing Practices (GMP) Guidelines - 2009 Edition, Version 2 632 

(GUI-0001) 633 

 634 

GLP GUIDANCE 635 

 636 

 Good Laboratory Practices (GLP) Guidelines - 1998 Edition, Version 2 (DIR-637 

9801) 638 

 639 

 640 

 641 

 642 
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QUALITY-SPECIFIC GUIDANCE  643 

 644 

 Guidance for Industry, Preparation of the Quality Information for Drug 645 

Submissions in the CTD Format: Blood Products 646 

 Guidance for Industry, Preparation of the Quality Information for Drug 647 

Submissions in the CTD Format: Biotechnological/Biological (Biotech) 648 

Products 649 

 Guidance for Industry, Preparation of the Quality Information for Drug 650 

Submissions in the CTD Format: Conventional Biotherapeutic Products 651 

 Guidance for Industry, Preparation of the Quality Information for Drug      652 

     Submissions in the CTD Format: Vaccines 653 

 International Conference on Harmonisation (ICH); Q7 Guideline – Good           654 

    Manufacturing Practice Guide for Active Pharmaceutical Ingredients 655 

 Health Canada; Annex 2 to the Current Edition of the Good Manufacturing    656 

    Practices Guidelines Schedule D Drugs (Biological Drugs) (GUI-0027). 657 

 658 

 659 

INTERNATIONAL CONFERENCE ON HARMONIZATION (ICH) GUIDANCE DOCUMENTS  660 

 661 

REFERENCES FOR QUALITY REQUIREMENTS 662 

 663 

 ICH; Q5D Guideline - Derivation and Characterization of Cell Substrates Used    664 

    for the Production of Biotechnological/Biological Products. 665 

 Health Canada; Good Manufacturing Practices (GMP) Guidelines (GUI-0001). 666 

 ICH; Q5B Guideline - Quality of Biotechnological Products: Analysis of the  667 

    Expression Construct in Cells Used for Production of r-DNA Derived Protein  668 

    Products. 669 

 ICH; Q3C(R5) Guideline -  Impurities: Guideline for Residual Solvents. 670 

 Health Canada; Guidance for Sponsors: Lot Release Program for Schedule D  671 

    (Biologic) Drugs.  672 

 ICH; Q6B Guideline - Specifications: Test Procedures and Acceptance Criteria  673 

    for Biotechnological/Biological Products.  674 

 ICH; Q5A(R1) Guideline - Viral Safety Evaluation of Biotechnology Products  675 

    Derived from Cell Lines of Human or Animal Origin. 676 

 European Medicines Agency (EMA); Note for guidance on minimizing the risk  677 

    of transmitting animal spongiform encephalopathy agents via human and     678 

    veterinary medicinal products (EMEA/410/01 Rev. 3 – July 2011). 679 

 680 

 681 

REFERENCES FOR NON-CLINICAL AND CLINICAL REQUIREMENTS 682 

 ICH; S5 (R2) Guideline - Detection of Toxicity to Reproduction for Medicinal      683 

    Products & Toxicity to Male Fertility. 684 

 ICH; S6 Guideline - Preclinical Safety Evaluation of Biotechnology-Derived  685 

    Pharmaceuticals. 686 
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 ICH; S8 Guideline - Immunotoxicity Studies for Human Pharmaceuticals. 687 

 ICH; M3 Guideline - Nonclinical Safety Studies for the Conduct of Human  688 

    Clinical Trials and Marketing Authorization for Pharmaceuticals. 689 

 World Health Organization (WHO); WHO guidelines on nonclinical  690 

     evaluation of vaccines. 691 

 ICH Guidelines in the Safety (“S”) series on the Health Canada website 692 

 ICH Guidelines in the Efficacy (“E”) series on the Health Canada website 693 

 694 

 695 

 696 

 697 

 698 

 699 

 700 

 701 

 702 

 703 

 704 

 705 

 706 

 707 

 708 

 709 

 710 

 711 

 712 

 713 

 714 

 715 

 716 

 717 

 718 

 719 

 720 

 721 

 722 

 723 

 724 

 725 

 726 

 727 

 728 

 729 

 730 

 731 

 732 
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APPENDIX C – A CANADIAN APPROACH TO RISK MANAGEMENT PLANS (RMPS) 733 

 734 

Table 1. The European Medicines Agency Guideline on Risk Management Systems for 735 

Medicinal Products for Human Use – EMA Template for European Union Risk 736 

Management Plans (EU-RMPs) 4 - An acceptable approach to meeting Canadian 737 

requirements for RMPs 738 

 739 

EMEA Guideline Section Canadian Approach 

Entire Guideline Replace Summary of Product Characteristics 

(SmPC) with the Canadian Product Monograph 

(CPM). 

Section 3: Legal Basis Specific to the European Context: Not 

applicable in Canada 

Section 4.1: Description of the risk 

management system 

Refers to legislation requiring a description of 

the Risk Management System: Not applicable 

in Canada. 

Sections 4.3.1 to 4.4 Requirements for EU-RMP in Europe; 

Processes regarding Central authorization: Not 

applicable in Canada. 

Section 4.5.2.2 Populations not studied in the 

pre-authorization phase: Post-marketing 

experience 

A discussion of post-marketing experience in 

the Canadian context should be presented. 

Section 4.5.2.5: Epidemiology The epidemiology of the medical condition in 

the Canadian population should be discussed. 

Section 4.5.2.7 Additional EU requirements All of these components should be included in 

the Canadian submission. 

Section 4.6.1. Routine Pharmacovigilance In the Canadian context this would involve: 

monitoring of Canadian adverse events from 

the Market Authorization Holder's database; 

reconciliation of such reaction with Health 

Canada's Canada Vigilance Database and 

routine pharmacovigilance of foreign reports. 

Section 4.10 Marketing authorization Refers to recommendations provided by the 

Committee for Medicinal Products for Human 

Use (CHMP): Not applicable in Canada. 

Section 4.13 Submission of updated EU-RMP 

documents 

Timelines for submission of updated RMP 

documents in Canada will be decided on a 

case-by-case basis until Health Canada and 

stakeholders gain experience in this area. 

 740 

 741 

 742 

                                                 
4
 Notice Regarding Implementation of Risk Management Planning including the adoption of International 

Conference on Harmonisation (ICH) Guidance Pharmacovigilance Planning - ICH Topic  
http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/vigilance/notice_avis_rmp_pgr_e2e-eng.php 

 

http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/vigilance/notice_avis_rmp_pgr_e2e-eng.php


Health Canada                                                           Submission and Information Requirements for EUNDs 

 

                                                                               Draft Guidance Document – For Comment Purposes Only 

Draft Date: 2013/02/06  P a g e  | 21   

APPENDIX D - ACRONYMS 743 

ADME  Absorption, Distribution, Metabolism, and Excretion 744 

 745 

ANDS  Abbreviated New Drug Submission 746 

 747 

AEUND Abbreviated Extraordinary Use New Drug 748 

 749 

AEUNDS Abbreviated Extraordinary Use New Drug Submission 750 

 751 

BGTD  Biologics and Genetic Therapies Directorate 752 

 753 

CBRN  Chemical, Biological, Radiological and Nuclear [substances] 754 

 755 

CRP  Canadian Reference Product 756 

 757 

CTD  Common Technical Document 758 

 759 

CTP  Clinical Trial Protocol 760 

 761 

DIN  Drug Identification Number 762 

 763 

eCTD  Electronic Common Technical Document 764 

 765 

EUND  Extraordinary Use New Drug 766 

 767 

EUNDS Extraordinary Use New Drug Submission 768 

 769 

GLP   Good Laboratory Practices 770 

 771 

GMP  Good Manufacturing Practices 772 

 773 

ICH  International Conference on Harmonization 774 

 775 

LA/SA  Look-Alike Sound-Alike 776 

 777 

NDS  New Drug Submission 778 

 779 

NOC  Notice of Compliance 780 

 781 

PvP  Pharmacovigilence Plan 782 

 783 

RMP  Risk Management Plan 784 


