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Foreword 

Guidance documents provide assistance to industry and health care professionals on how 
to comply with governing statutes and regulations. They also provide guidance to Health 
Canada staff on how mandates and objectives should be met fairly, consistently and 
effectively. 

Guidance documents are administrative, not legal, instruments. This means that flexibility 
can be applied. However, to be acceptable, alternate approaches to the principles and 
practices described in this document must be supported by adequate justification. They 
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 always, Health Canada reserves the right to request information or material, or define 
conditions not specifically described in this document, to help us adequately assess the 
safety, efficacy or quality of a therapeutic product. We are committed to ensuring that such 
requests are justifiable and that decisions are clearly documented. 

This document should be read along with the relevant sections of the regulations and other 
applicable guidance documents. 
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Overview 1 

Purpose 2 

This guidance document outlines the: 3 

• requirements for human and veterinary drug submissions that are based on 4 
promising evidence of clinical efficacy 5 

• terms and conditions (T&Cs) when issuing a notice of compliance (NOC) for drugs 6 
authorized based on promising evidence of clinical efficacy 7 

Introduction 8 

The Food and Drugs Act (FDA) and its regulations give Health Canada the authority to 9 
regulate food, drugs, medical devices and cosmetics. All drugs intended to be marketed 10 
for human and veterinary use in Canada are reviewed to ensure that they meet the 11 
requirements of the FDA and its regulations. As the federal regulator for drugs, Health 12 
Canada's role is to thoroughly evaluate the information supporting a drug submission. 13 
Through scientific assessments, the review process is to ensure a drug: 14 

• is safe for human and veterinary use, with acceptable risks compared to benefits 15 
• is effective for the intended treatment or condition 16 
• meets quality standards in manufacturing, purity, and consistency 17 

To be authorized for sale, drugs for human and veterinary use must meet all applicable 18 
requirements in Part C, Division 1 of the Food and Drug Regulations (regulations). Drugs 19 
that meet the definition of a new drug under Part C, Division 8 of the regulations must also 20 
satisfy the requirements of Division 8. If there is insufficient evidence to support the safety, 21 
effectiveness or quality of a new drug, Health Canada will not grant market authorization 22 
for the drug. 23 

New drugs under development for serious or severely debilitating conditions may have 24 
promising evidence of clinical efficacy, but the available data is limited. Health Canada 25 
recognizes that efficacy data may be limited due to various important considerations such 26 
as: 27 

• availability of only preliminary or interim data on relevant endpoints 28 
• long duration of time required to collect data on conventional endpoints or 29 
• small number of patients who participated in clinical trial(s) due to limited availability 30 

of patients, such as in cases of rare diseases or conditions 31 
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However, while the available data may be limited, it may provide promising evidence that 32 
the drug could help reduce or prevent serious signs, symptoms, or adverse clinical 33 
outcomes of a disease or condition. The evidence may demonstrate that the drug has a 34 
clinical benefit and that the benefits outweigh the known risks relating to the drug’s use. 35 
New drugs that are supported by information that has demonstrated promising evidence of 36 
clinical efficacy should be made available to individuals who have serious or severely 37 
debilitating conditions where there is an unmet medical need. If the information supporting 38 
the drug demonstrates the benefits outweigh the known risks and if it satisfies the 39 
requirements of the FDA and the regulations, a NOC may be issued to allow market 40 
authorization of the drug. However, in the case of a drug supported by promising evidence 41 
of efficacy, significant uncertainties remain with the effectiveness of the drug. As such, the 42 
available evidence may satisfy the requirements of the FDA and the regulations if 43 
additional confirmatory studies are performed to verify the new drug’s effectiveness for 44 
further assessment. 45 

When we authorize a drug to be marketed in Canada, we assign a drug identification 46 
number (DIN) to the manufacturer, which is printed on the package labels. A DIN indicates 47 
that the drug met the relevant requirements of the FDA and its regulations and the 48 
evidence demonstrated the drug has a favourable benefit-risk profile. To be considered for 49 
market authorization of new drugs that are supported by promising evidence of clinical 50 
efficacy, we will consider imposing terms and conditions (T&Cs) to address the significant 51 
uncertainties regarding the effectiveness of the drug. T&Cs may be imposed on the DIN of 52 
the drug when determining to issue the NOC. These T&Cs will require market 53 
authorization holders (MAHs) to conduct further studies to confirm the effectiveness of the 54 
new drug and further confirm that it maintains a favourable benefit-risk profile as was 55 
determined at the time of authorization. 56 

Scope and application 57 

This draft guidance document applies to new drug submissions (NDS) and supplements to 58 
new drug submissions (SNDS) for human or veterinary drugs that meet the following 59 
criteria: 60 

• the submission is for a human or veterinary drug that meets the definition of a new 61 
drug under C.08.001 and 62 

• the information supporting the new drug is based on promising evidence of efficacy 63 

It explains the: 64 

• process for filing a NDS or SNDS based on promising evidence of efficacy 65 
• review of these drug submissions  66 
• process for human drug manufacturers to apply for shortened screening and review 67 

targets 68 
• application of the T&Cs and when the Minister may take these into account during 69 

the review of a submission based on promising evidence of efficacy 70 
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The focus of this guidance is on drug submissions based on promising evidence of clinical 71 
efficacy where T&Cs are considered by applying section C.08.003.2 of the FDR. For 72 
general information on T&Cs and its application, refer to: 73 

 Draft guidance on terms and conditions for human and veterinary drugs 74 

Policy objectives and statements 75 

A NDS or SNDS must be supported by sufficient information as required by the regulations 76 
for a new drug to be considered for market authorization. 77 

Drug submissions supported by clinical data demonstrating promising efficacy, supported 78 
by subsequent confirmatory evidence, may be sufficient to support regulatory decision-79 
making. However, until confirmatory evidence is fully assessed, significant uncertainties 80 
about the drug’s effectiveness remain. In such cases, early market access may be 81 
considered appropriate for drugs intended to treat serious or severely debilitating 82 
diseases. 83 

To be considered for market authorization, T&Cs will be considered to address the 84 
significant uncertainties with the clinical effectiveness of the drug. Such considerations 85 
may be applied when the proposed use of the new drug is for serious or severely 86 
debilitating disease or condition and its recommended purpose and conditions of use do 87 
not fall within those of any other drug that has been assigned a DIN. Alternatively, it may 88 
apply if the new drug is significantly more effective or presents a significantly lower risk 89 
than an existing drug with an active DIN. 90 

Our objective in considering drug submissions supported by promising evidence of clinical 91 
efficacy is to enable earlier access to promising new therapies while ensuring that the 92 
drug’s overall benefit-risk profile remains favourable. 93 

Potential sources of promising evidence of efficacy 94 

We may accept data from clinical trials or veterinary studies that use surrogate markers. 95 
To be validated, a surrogate marker must undergo extensive testing to confirm that its 96 
effect accurately predicts clinical benefits. Data from non-validated surrogate markers 97 
cannot replace evidence showing a drug’s impact on recognized clinical endpoints. 98 

In any case, while the evidence for efficacy is promising, these new drugs must 99 
demonstrate that they meet safety and quality requirements as well as other requirements 100 
for a NDS or a SNDS. 101 

For human drugs, relevant evidence may be derived from: 102 

• acceptable surrogate markers from clinical studies that require confirmation in 103 
additional clinical studies 104 

• Phase II clinical studies that require confirmation in one or more Phase III studies 105 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/terms-conditions-human-veterinary-drugs.html
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o this may include cases in which Phase II results are available for only a 106 
specific disease stage or patient subgroup 107 

• one or more small or moderately sized Phase III clinical studies that require 108 
confirmation in at least one additional larger, adequately sized, Phase III and/or 109 
Phase IV study 110 

o this may include cases in which limited Phase III results are available for only 111 
a specific disease stage or patient subgroup and additional data are required 112 
to support use of the drug in other disease stages and/or a broader patient 113 
population 114 

For veterinary drugs, relevant evidence may be derived from: 115 

• pilot studies where more animal subjects are needed or 116 
• interim analysis of pivotal efficacy study 117 

Results obtained from studies are evaluated in the context of additional information, such 118 
as: 119 

• advisory panels  120 
• expert opinions 121 
• literature reviews 122 
• real world evidence and/or 123 
• pharmacokinetic/pharmacodynamic studies 124 

Definitions 125 

Advance consideration of promising evidence (ACPE) status: A status granted to 126 
human new drug submissions (NDS) and supplements to new drug submissions (SNDS) 127 
resulting in reduced screening and review targets when certain criteria have been met. 128 

Available therapies: Drugs for which a DIN has been assigned and has not been 129 
cancelled for a specified recommended purpose and conditions of use. Products available 130 
through the special access program (SAP), emergency drug release (EDR), or the urgent 131 
public health need (UPHN) list are not considered "available therapies" for drug 132 
submissions based on promising evidence of clinical efficacy. 133 

Clinical benefit: Outcomes that have a positive impact on the course of a disease. 134 

Market authorization holder (MAH): The market authorization holder (MAH) is also 135 
referred to as sponsor or manufacturer. The MAH is the legal entity that holds the NOC 136 
and the DIN.  137 



 

 

 

5 

 

Promising clinical evidence: Evidence based on well-designed and well-conducted 138 
clinical trials and veterinary studies establishing that the drug product has an effect on an 139 
acceptable surrogate or intermediate clinical endpoint that is reasonably likely to predict 140 
clinical benefit. 141 

Request for advance consideration of promising evidence (ACPE): A form for drug 142 
submissions with promising evidence of clinical efficacy that, once completed, is used to 143 
determine if a submission will meet the criteria for reduced screening and review targets. 144 

SNDS-Confirmatory (SNDS-C): A supplement to a new drug submission (SNDS) - 145 
confirmatory is a submission of the results from the confirmatory clinical trials and/or 146 
veterinary studies specified in the ‘Terms and conditions letter’.  147 

Surrogate markers: Parameters based on available evidence which predict an effect of a 148 
drug on recognized clinical outcomes such as morbidity and mortality. A validated 149 
surrogate marker is predictive of the clinical benefit of a drug.150 
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About terms and conditions 151 

Significant uncertainties – Section C.08.003.2 of the Food and 152 
Drug Regulations for terms and conditions 153 

A drug must demonstrate it is safe, effective and of high quality, even when the efficacy 154 
data supporting a drug submission is based on promising evidence. All requirements of the 155 
Food and Drugs Act (FDA) and regulations must be met to be considered for authorization. 156 

However, as per section C.08.003.2 of the regulations, if there are significant uncertainties 157 
regarding a new drug’s effectiveness, the Minister may, in examining the submission or the 158 
supplement, consider whether T&Cs under section C.01.014.21 could help provide 159 
additional information on these uncertainties when the criteria is met. 160 

The Minister may take this approach if the new drug is intended for: 161 

• patients suffering from serious or severely debilitating diseases or conditions, 162 
and no drug has been issued a DIN, or the DIN has not been cancelled or 163 

• a condition where the drug shows a significant increase in efficacy or a 164 
significant decrease in risk, compared to an existing drug with a DIN that has not 165 
been cancelled 166 

The criteria in the provisions of section C.08.003.2 of the FDR state: 167 

In cases where there are significant uncertainties respecting the evidence of the 168 
effectiveness of a new drug that was provided in a new drug submission or 169 
supplement to a new drug submission, the Minister may, in examining the 170 
submission or supplement, take into account whether terms and conditions that 171 
may be imposed or amended under section C.01.014.21 would enable the Minister 172 
to obtain additional information respecting the uncertainties, if  173 

(a) the new drug is intended to diagnose, treat, mitigate or prevent a disease, 174 
disorder or abnormal physical state, or symptom of a disease, disorder or abnormal 175 
physical state, that poses or may pose a serious risk of injury to human or animal 176 
health and 177 

(b) the recommended purpose and conditions of use of the drug either: 178 

(i) do not fall within the recommended purposes and conditions of use of any 179 
other drug for which a drug identification number has been assigned and not 180 
been cancelled or 181 



 

 

 

7 

 

(ii) do fall within the recommended purposes and conditions of use of any 182 
other drug for which a drug identification number has been assigned and has 183 
not been cancelled, but the Minister has reasonable grounds to believe that 184 
the new drug is significantly more effective, or poses a significantly lower risk 185 
than the other drug 186 

Confirmatory studies and terms and conditions if criteria in 187 
section C.08.003.2 of the Food and Drug Regulations is met 188 

Drug submissions that are supported by promising evidence of efficacy may have 189 
significant uncertainties with the drug’s clinical effectiveness. Therefore, to be considered 190 
for market authorization, drugs that are supported by promising evidence of efficacy may 191 
have T&Cs imposed on the DIN of the drug to further characterize the benefit of the drug 192 
while monitoring the risk so as to ensure a favourable benefit-risk profile is maintained. 193 
Confirmatory trials generate statistically conclusive evidence of the drug's efficacy and 194 
safety by testing it in larger groups or for longer times. Generally, these confirmatory trials 195 
would be conducted in the same population for which an approval with promising evidence 196 
was given. There are some circumstances where flexibility may be considered with a 197 
strong rationale (for example, confirmatory trial conducted in a different line of therapy). 198 
T&Cs may also be imposed that require market authorisation holders (MAHs) to provide 199 
results from confirmatory trials submitted to a foreign jurisdiction. 200 

Through the imposition of T&Cs, MAHs will be required to pursue confirmatory trials. 201 
MAHs will be required to design, carry out, and report on additional human or animal 202 
clinical trials to verify the anticipated benefit for the authorized indication within a specified 203 
time frame, when the data may have been limited, or surrogate markers were used in 204 
clinical trial studies. T&Cs may also be imposed to require MAHs to provide results from 205 
confirmatory trials submitted to a foreign jurisdiction. 206 

During the review period, prior to issuing a notice of compliance (NOC), we will apply 207 
section C.08.003.2 of the Food and Drug Regulations (regulations) if the criteria are met, 208 
and evaluate the acceptability of the proposed confirmatory studies. 209 

There may be cases where a new drug submission or supplement to a new drug 210 
submission was not filed with information based on promising evidence of clinical efficacy 211 
but the information supporting the drug submission is insufficient to recommend the 212 
issuance of a NOC. However, during the review, we could determine that there is 213 
promising evidence of clinical efficacy for an unmet medical need. In such cases, if the 214 
drug meets the criteria in the regulations (section C.08.003.2) we may contact the 215 
manufacturer to discuss the potential for imposing T&Cs to require confirmatory evidence 216 
of effectiveness for a drug to be considered for a NOC since the drug demonstrates there 217 
is promising evidence of clinical efficacy.  218 

As per section C.08.003.2, 2 criteria must be met (criterion (a) and (b)) when taking T&Cs 219 
into account when examining a submission for a drug that was supported by promising 220 
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evidence of efficacy. Consideration is given to the following when assessing whether the 2 221 
criteria are met: 222 

For criterion (a), serious or severely debilitating diseases or conditions are generally 223 
associated with morbidity that causes a substantial impact on day-to-day 224 
functioning. We may accept promising evidence of efficacy for new drugs or new 225 
indications proposed to be for: 226 

• use in the treatment, prevention, or diagnosis of reversible, but recurrent 227 
serious or severely debilitating diseases or conditions or  228 

• non-serious conditions that, left untreated, could be expected to progress to 229 
a serious or severely debilitating condition or mortality 230 

Promising evidence of efficacy would not be acceptable for new drugs or new 231 
indications proposed for use in the treatment, prevention, or diagnosis of a condition 232 
that is: 233 

• self-limiting 234 
• of short duration 235 
• a non-serious condition in a patient with a serious disease or severely 236 

debilitating condition (for example, a minor skin irritation in a patient with 237 
cancer) 238 

When considering criterion (b)(i), the proposed recommended purpose and 239 
condition of use of the drug should:  240 

• seek to provide treatment, prevention or diagnosis of a disease or 241 
condition for which no drug has been assigned a DIN in Canada, for the 242 
same recommended purpose and condition of use intended by the new 243 
drug 244 

• address a favourable effect on a serious symptom or manifestation of the 245 
condition for which no drug has been issued a DIN in Canada, for the 246 
same recommended purpose and condition of use intended by the new 247 
drug 248 

For criterion (b)(ii), the proposed drug should have promising evidence of clinical 249 
efficacy to demonstrate in comparison to a drug that has been assigned a DIN for 250 
the same recommended purpose and condition of use that it has achieved at least 251 
one of the following: 252 

• treatment has shown improvement in one or more of the serious 253 
outcomes of the condition 254 

• treatment has shown a benefit for patients who are unable to tolerate, or 255 
are unresponsive to, available therapies 256 
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• the proposed drug has greater improvement in one or more of the serious 257 
outcomes of the condition when combined with one or more approved 258 
drug(s), compared to use of the authorized drug(s) alone 259 

• the proposed drug should have promising evidence to show it has a 260 
benefit similar to that provided by currently available therapy(ies) but 261 
includes: 262 

a) avoidance of serious toxicity that is associated with currently 263 
available therapy(ies) and/or  264 

b) avoidance of toxicity that commonly results in the discontinuation 265 
of currently available therapy(ies) for a serious disease or severely 266 
debilitating condition and/or  267 

c) the ability to provide similar benefit to existing therapies while 268 
demonstrating improvement in some factor, such as compliance or 269 
convenience, shown to lead to improved effects on serious 270 
outcomes 271 

In assessing criterion (b)(ii), statistically significant and/or clinically relevant benefit 272 
is expected to be identified through well-designed clinical trials and veterinary 273 
studies.  274 

Intent to impose terms and conditions 275 

T&Cs may be imposed to require MAHs to conduct confirmatory trials or veterinary studies 276 
within a specified timeframe, to verify the anticipated benefit of the drug over time for the 277 
authorized indication and to ensure that a favourable benefit-risk profile is maintained.  278 

During the review of the drug submission, if the criteria are met, we will inform the 279 
manufacturer of our intent to impose T&Cs for confirmatory studies to obtain additional 280 
information to address significant uncertainties. We will send an “Anticipatory terms and 281 
conditions letter” to allow the manufacturer an opportunity to be heard. 282 

Terms and conditions for notification on issues identified by 283 
foreign jurisdictions 284 

If the new drug or indication under review has obtained a market authorization from a 285 
foreign regulator, in addition to imposing T&Cs for confirmatory trials, we may also impose 286 
T&Cs to require notifying and reporting on specific issues of concern that have been 287 
identified by a foreign jurisdiction as part of addressing the significant uncertainties a new 288 
drug with promising evidence may have. We may require the MAH to do both of the 289 
following actions: 290 

a) Notify Health Canada within 15 calendar days of the date on which an expert 291 
panel or advisory committee has been struck in a foreign jurisdiction to address 292 
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an issue regarding the drug as it relates to safety, efficacy or quality. 293 
Alternatively, notify Health Canada within 15 calendar days of the date on which 294 
there has been significant regulatory action in another jurisdiction. This includes 295 
a direction to issue warnings, a health advisory or the removal of a product from 296 
the market. 297 

b) Prepare and submit a report on the issue that prompted the action in the foreign 298 
jurisdiction. The report should be available to Health Canada within 30 calendar 299 
days of the notification. This timeframe may be subject to negotiation with Health 300 
Canada when the scope of the issue under investigation warrants additional 301 
time to gather the necessary information. 302 

Notifications and reports should be directed to the relevant pre-market authorisation 303 
directorate, the Marketed Health Products Directorate for human drugs, or to the 304 
Veterinary Drugs Directorate for veterinary drugs.305 
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Before filing a submission 306 

Before filing a new drug submission or supplement to a new 307 
drug submission for human and veterinary drugs based on 308 
promising evidence of efficacy 309 

We ask that manufacturers request a pre-submission meeting in advance of filing a new 310 
drug submission (NDS) or supplement to a new drug submission (SNDS) for human and 311 
veterinary drugs seeking market authorization of their drug, on the basis of promising 312 
evidence of clinical efficacy. 313 

Pre-submission meeting 314 

Manufacturers should submit a pre-submission/application meeting package in one of the 315 
acceptable file formats. 316 

For more information on the pre-submission meeting process, refer to: 317 

• For human drugs: Guidance on management of drug submissions and applications  318 
• For veterinary drugs: Management of regulatory submissions  319 

Veterinary drugs – Pre-submission  320 

For veterinary drugs, manufacturers should submit a pre-submission meeting package at 321 
least one month in advance of the meeting. In addition to the information to be included in 322 
the pre-submission meeting package as per the Management of regulatory submissions 323 
guidance, the following information should be provided as an appendix to the pre-324 
submission package: 325 

• A summary of studies completed to support the promising evidence 326 
• How the product meets the criteria for a serious or severely debilitating disease or 327 

condition 328 
• The status of ongoing studies aimed to support clinical effectiveness of a drug 329 

product, including anticipated completion dates 330 
• A plan for completing all ongoing studies 331 
• A timeline for filing of the submission based on promising evidence 332 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/management-drug-submissions-applications.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/veterinary-drugs/legislation-guidelines/guidance-documents/management-regulatory-submissions.html
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We will notify the manufacturer if a NDS or SNDS contains the necessary information to be 333 
considered as a submission based on promising evidence of efficacy within 14 calendar 334 
days after the pre-submission meeting minutes are finalized. 335 

Unless otherwise agreed to in the pre-submission meeting, submissions should be filed 336 
within 6 months of receiving this confirmation, or a new pre-submission meeting may be 337 
required. A copy of this confirmation should be included in the submission. 338 

Advance consideration of human drug submissions filed with 339 
promising evidence of efficacy 340 

Manufacturers may seek a shorter screening and review target for their drug submission 341 
by requesting advance consideration of promising evidence (ACPE) status. ACPE status 342 
will be granted for submissions based on promising evidence if specific criteria are met. 343 
Refer to the following in this guidance: 344 

• For human drug submissions granted advance consideration 345 
• Request for advance consideration of promising evidence template for human drugs 346 

status  347 

Manufacturers should state within their pre-submission meeting request that they are 348 
seeking ACPE status. The request for ACPE template is to be completed and filed at the 349 
same time as the filing of the pre-submission meeting package. We will use the completed 350 
request as part of the initial assessment to determine if the drug submission will be 351 
granted a reduced screening and review targets. 352 

We will grant or deny a request for ACPE status based on the assessment of the 353 
information provided in the ACPE template, the pre-submission meeting package and the 354 
pre-submission meeting minutes. We will inform manufacturers of our decision within 14 355 
calendar days of receipt of the final pre-submission meeting minutes by the review bureau. 356 
This will be communicated to manufacturers through the issuance of an acceptance or 357 
denial letter for ACPE. 358 

If ACPE is granted, the drug submission will be referred to as a drug submission based on 359 
promising evidence and will be subject to reduced screening and review targets. 360 

The sponsor should clearly state in their cover letter when filing the drug submission that it 361 
has been granted ACPE. A copy of the acceptance letter should be included. The 362 
submission should be filed within 60 calendar days of the date of the acceptance letter 363 
(Figure 1). 364 
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We encourage manufacturers who file drug submissions to work with us and the relevant 365 
health technology assessment organizations on an aligned review: 366 

• Canada's Drug Agency (formerly Canadian Agency for Drugs and Technologies in 367 
Health or CADTH) 368 

• Institut national d'excellence en sante et en services sociaux (INESSS) 369 

For additional information related to the aligned review process, refer to: 370 

• Notice to industry: Aligned reviews between Health Canada and health technology 371 
assessment organizations 372 

Denial of a request for advance consideration of a human drug 373 
submission filed based on promising evidence of efficacy 374 

We may deny a request for ACPE of a drug submission based on promising evidence of 375 
efficacy for reasons such as: 376 

• the drug does not meet the criteria listed in the section C.08.003.2 of the Food and 377 
Drug Regulations (regulations) 378 

• failure to provide a completed ACPE template  379 
• failure to adhere to the required filing procedures listed in section on before filing a 380 

drug submission with promising evidence of efficacy in this guidance 381 

If the request for ACPE status is denied and a submission is filed, the submission 382 
screening and review targets will not be reduced. 383 

Revised request following denial of a request for advance 384 
consideration of promising evidence for a human drug 385 
submission 386 

If we deny a request for ACPE, the manufacturer has 30 calendar days from the date of 387 
the decision letter to file a revised request for ACPE. The document must clearly denote 388 
the new information submitted (for example, new results for ongoing clinical studies). 389 
Failure to provide new information will result in denial of the request. Health Canada will 390 
review the revised request for ACPE within 30 calendar days and will communicate its 391 
decision through the issuance of an acceptance or denial letter.  392 

https://www.cadth.ca/
https://www.inesss.qc.ca/en/home.html
https://www.canada.ca/en/health-canada/corporate/transparency/regulatory-transparency-and-openness/improving-review-drugs-devices/notice-aligned-reviews-health-canada-health-technology-assessment-organizations.html
https://www.canada.ca/en/health-canada/corporate/transparency/regulatory-transparency-and-openness/improving-review-drugs-devices/notice-aligned-reviews-health-canada-health-technology-assessment-organizations.html
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If we deny the revised ACPE request, no further requests based upon the same proposed 393 
indication for the drug will be considered for an ACPE.  394 

Assessment of information in pre-submission meeting 395 
package 396 

We will consider the current standard of care, which may or may not be the same as that 397 
used in the relevant clinical study in the planned NDS or SNDS when assessing the pre-398 
submission meeting package as well as the information presented at the pre-submission 399 
meeting, and the ACPE request in the case for human drugs. The onus is on the 400 
manufacturer to provide a robust rationale for the selection of the comparator and to 401 
analyze the comparative benefit-risk profiles in the context of the current standard of care. 402 

Additional information to be provided 403 

Following a pre-submission meeting, and if ACPE status is granted for human drugs, the 404 
manufacturer is asked to include the following in their NDS or SNDS submission package, 405 
if available: 406 

For human and veterinary drugs: 407 

• Annual Summary Report (or similar safety update report, such as PSUR [for human 408 
and veterinary drugs] or PBRERs [for human drugs]) 409 

• Copies of foreign review assessment reports  410 
• Copies of labelling for the drug product approved in other regulatory jurisdictions  411 
• A complete listing of ongoing additional clinical trials related to the proposed 412 

indication  413 
• A summary of the international regulatory status of the drug, including: 414 

o ongoing requests for market authorization in other jurisdictions 415 
o market withdrawals in other jurisdictions, along with reasons (for example, 416 

serious safety concerns, commercial reasons) 417 
• Any existing marketing authorizations for the drug under review in foreign regulatory 418 

jurisdictions  419 
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In addition to the above, for human drugs only: 420 

• Periodic Benefit-Risk Evaluation Reports (PBRERs) 421 
• Copies of approved Pediatric development plans from other regulatory jurisdictions 422 
• Copies of approved Risk Management Plans (RMPs) from other regulatory 423 

jurisdictions, if applicable 424 

For information on RMPs, refer to:  425 

• Submitting risk management plans guidance document 426 

https://www.canada.ca/en/health-canada/services/drugs-health-products/reports-publications/medeffect-canada/guidance-submission-risk-management-plans-policy-overview.html
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Submission screening and review 427 

Targets for human drug submissions granted advance 428 
consideration of promising evidence status 429 

If we grant advance consideration promising evidence (ACPE) status for human drugs, 430 
reduced targets for the screening and review of the NDS or SNDS are as follows (Figure 431 
1): 432 

• 10 calendar days for administrative processing 433 
• 25 calendar days for screening 434 
• 200 calendar days for submission review (60 additional days will be added to the 435 

review target for review and finalization of T&Cs) 436 

Response to notice of deficiency (NOD): The above-noted targets for the submission 437 
would also apply to screening and review of a response to a NOD. 438 

Response to a notice of non-compliance (NON): The targets for screening and review of a 439 
response to a NON are as follows:  440 

• 10 calendar days for administrative processing 441 
• 25 calendar days for screening  442 
• 90 calendar days for submission review (60 additional days will be added to the 443 

review timeline for review and finalization of T&Cs) 444 

Targets for veterinary drug submissions 445 

While every effort to expedite the submission will be made, it will be resource-dependent. 446 
As such, the screening and review targets for veterinary drugs are in accordance with the 447 
following: 448 

• Veterinary drugs - Management of regulatory submissions guidance  449 

For more information on performance standards refer to: 450 

• Appendix A of the Management of regulatory submissions guidance 451 

https://www.canada.ca/en/health-canada/services/drugs-health-products/veterinary-drugs/legislation-guidelines/guidance-documents/management-regulatory-submissions.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/veterinary-drugs/legislation-guidelines/guidance-documents/management-regulatory-submissions/appendices.html#appa
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Advance consideration of a human drug submission supported 452 
by promising evidence of efficacy was not pursued or not 453 
granted 454 

Manufacturers may have filed a drug submission that was: 455 

• for a proposed indication that was supported by information not based on promising 456 
evidence of efficacy or 457 

• denied advance consideration of promising evidence (ACPE) 458 

These drug submissions usually follow the standard 300-day review target. However, 459 
during review, if promising efficacy data is found for a specific use but uncertainties 460 
remain, T&Cs may be imposed under section C.08.003.2 of the Food and Drug 461 
Regulations (regulations). In such cases, we will issue an anticipatory terms and 462 
conditions letter to give the manufacturer the opportunity to respond. The 300-day target 463 
remains unchanged, and the response is reviewed within that period (Figure 2). 464 

A manufacturer may have requested a priority review for their drug submission and if 465 
granted, the submission follows a 180-day review target. "Promising" clinical evidence 466 
including the use of non-validated surrogate markers, do not fall within the scope of drug 467 
submissions that would be granted priority review. 468 

However, during the priority review, we may find promising efficacy evidence but also 469 
significant uncertainties of effectiveness, requiring T&Cs under section C.08.003.2 of the 470 
regulations. In such cases, an anticipatory terms and conditions letter will be issued before 471 
the 180-day review target ends, extending the target date by 60 calendar days. This will 472 
allow the manufacturer an opportunity to be heard and will provide us with time to review 473 
the manufacturer’s response (Figure 2). 474 

For more information on priority review refer to: 475 

• Guidance for Industry - Priority Review of Drug Submissions 476 

Issuance and response to the anticipatory terms and 477 
conditions letter 478 

For information on the issuance and response to the anticipatory terms and conditions 479 
letter, refer to: 480 

 Draft guidance on terms and conditions for human and veterinary drugs 481 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/priority-review/drug-submissions.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/terms-conditions-human-veterinary-drugs.html
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Human drug submissions that have been granted ACPE status will be subject to a 200-482 
calendar day review target. However this review target date will be extended by 60 483 
calendar days when the anticipatory terms and conditions letter is issued to allow time for 484 
the manufacturer to respond and for Health Canada to review the response (Figure 1). 485 

Manufacturers should submit a response within 30 calendar days of receiving the 486 
Anticipatory Terms and Conditions Letter from Health Canada, outlining how the T&Cs will 487 
be fulfilled. If no response is received, we may contact the manufacturer to inform them 488 
that we will proceed with imposing the T&Cs based on available information. 489 

The response should include details on the confirmatory trials intended to verify the drug's 490 
clinical efficacy, as well as timeframes for their initiation and completion. The nature and 491 
scope of the proposed confirmatory trials must be: 492 

• feasible, well-designed and include an assessment of key clinically relevant efficacy 493 
and safety endpoints 494 

• carried out in accordance with established scientific standards and  495 
• initiated and completed in a timely fashion 496 

It is recognized that when an authorization with imposed T&Cs is granted, confirmatory 497 
trials may already be underway in Canada or other jurisdictions. At our discretion, these 498 
trials that are already underway may be acceptable confirmatory trials for a T&C. 499 

Factors for consideration of confirmatory trials that may already be underway include: 500 

• trial design 501 
• clinical endpoints 502 
• safety measures 503 

The manufacturer is responsible for bridging the outcomes from the ongoing trials to the 504 
outcomes of the anticipatory T&Cs from the Health Canada-requested confirmatory trials, 505 
with appropriate rationale. 506 

If the manufacturer does not agree with the confirmatory trials requested in the anticipatory 507 
terms and conditions letter, they must provide a written response. This response should 508 
include: 509 

• the reason for their objections 510 
• an alternative proposal to confirm the drug’s efficacy 511 
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Additionally, the response should include a supporting rationale explaining why the 512 
proposed alternative is preferable. For example: 513 

• improved technical feasibility 514 
• a less burdensome way of achieving the objectives 515 

Responses to an anticipatory terms and conditions letter should reference the submission 516 
control number and be provided through the common electronic submissions gateway 517 
(CESG). 518 

Issuance of the “Terms and conditions letter” 519 

Upon receipt of the manufacturer's response to the anticipatory terms and conditions letter, 520 
we will review the response within 30 calendar days. During this review, we may ask for 521 
clarification. This will be done in accordance with the following guidance documents: 522 

• For human drugs: Guidance on management of drug submissions and applications 523 
• For veterinary drugs: Management of regulatory submissions guidance  524 

Should the information in the manufacturer’s response be considered acceptable, we will 525 
finalize the terms and conditions and prepare the T&Cs Letter. The letter will specify the: 526 

• applicable DIN(s) on which the T&Cs will be imposed for confirmatory studies for 527 
the target population for which the clinical benefit is to be confirmed 528 

• T&Cs to be fulfilled 529 
• information to be submitted by the market authorization holder and 530 
• required timeframe for fulfilling the imposed T&Cs 531 

The “Terms and conditions letter” will be issued to the manufacturer with the notice of 532 
compliance (NOC) at the end of review.  533 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/common-electronic-submissions-gateway.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/common-electronic-submissions-gateway.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/management-drug-submissions-applications.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/veterinary-drugs/legislation-guidelines/guidance-documents/management-regulatory-submissions.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/veterinary-drugs/legislation-guidelines/guidance-documents/management-regulatory-submissions.html
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Figure 1: Process flow for a human drug submission where a request for advance 534 
consideration based on promising evidence was filed 535 

  536 



 

 

 

21 

 

Figure 2: Process flow for a human drug submission where a request for advance 537 
consideration status was not filed or not granted  538 

  539 
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Figure 3: Process flow for a new drug submission or a supplement to a new drug 540 
submission based on promising evidence for veterinary drugs 541 

.542 
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Labelling and advertising 543 

Labelling of human and veterinary drugs 544 

On a case-by-case basis, we will assess the labelling of drugs that may be granted market 545 
authorization based on promising evidence of clinical efficacy that meet the requirements 546 
of the Food and Drugs Act (FDA) and the regulations. This evaluation will help determine if 547 
enhanced labelling requirements are necessary. This assessment is based on:  548 

• proposed conditions of use (for example, hospital setting, physician or veterinarian 549 
administered) 550 

• indication (multiple or singular) and 551 
• other potential considerations 552 

For veterinary drugs, package inserts (PI) should include, at a minimum, the sections 553 
necessary to ensure veterinarians, producers, and animal owners are properly informed 554 
about the imposed T&Cs. 555 

For human and veterinary drugs, manufacturers should refer to sections 3, 9 and 10 of the 556 
FDA, as well as related provisions of the Food and Drug Regulations, to ensure 557 
compliance with labelling requirements. 558 

For more information on labelling requirements, refer to: 559 

• Guidance on veterinary drug labelling 560 
• Guidance document: Labelling of pharmaceutical drugs for human use 561 

Product monograph for human drugs 562 

The product monograph (PM) should contain the standard information as outlined in the 563 
product monograph guidance document. It should also include additional information in 564 
specific sections, clearly stating that the: 565 

• DIN for the drug was assigned with imposed terms and conditions (T&C)s and 566 
• information presented in the PM is based on promising evidence of clinical efficacy 567 

https://www.canada.ca/en/health-canada/services/drugs-health-products/veterinary-drugs/legislation-guidelines/guidance-documents/veterinary-drug-labelling.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/labelling-pharmaceutical-drugs-human-use-2014-guidance-document.html
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It should also include an instruction for health care providers to notify the patient that the 568 
drug’s market authorization was granted based on promising evidence of clinical 569 
effectiveness.  570 

Each drug product authorized based on promising evidence of effectiveness should 571 
include a PI in its packaging. The PI should include, at a minimum, the sections necessary 572 
to ensure health care providers and patients are properly informed about the imposed 573 
T&Cs. 574 

For additional information on labelling and PI, refer to: 575 

• Questions and Answers: Plain Language Labelling Regulations for Prescription 576 
Drugs - document 577 

Generic or biosimilar products that compare to a Canadian reference product (CRP) or 578 
Canadian reference biologic drug (CRBD) with T&Cs to confirm clinical benefit may have 579 
T&Cs imposed on their DINs. Manufacturers of generic or biosimilar products may be 580 
required to reflect the promising nature of efficacy in their product monograph. They may 581 
also be required to include a copy of the PI within the product packaging. 582 

For specific wording for subsequent entry products, refer to: 583 

• Guidance document: Product monograph 584 

Transparency measures for veterinary drugs 585 

After issuing a T&C letter, we will post information related to the T&Cs on the Health 586 
Canada website as outlined in the Draft guidance on terms and conditions for human and 587 
veterinary drugs. 588 

Additional transparency measures for human drugs 589 

Once a T&C letter is issued, in addition to publishing relevant T&Cs information on our 590 
website, as outlined in the Draft guidance on terms and conditions for human and 591 
veterinary drugs. We will also include details about those issued a notice of compliance 592 
(NOC) based on promising evidence of effectiveness with T&Cs imposed on their DIN. 593 

This will be done by posting a “Notice of market authorization based on promising 594 
evidence of effectiveness with imposed terms and conditions” on Health product 595 
InfoWatch. The notice will also be shared with key health care groups to highlight that the 596 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/questions-answers-plain-language-labelling-2019/document.html#appendix
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/questions-answers-plain-language-labelling-2019/document.html#appendix
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/product-monograph/guidance-document-product-monograph.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/terms-conditions-human-veterinary-drugs.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/terms-conditions-human-veterinary-drugs.html
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drug was authorized with imposed T&Cs supporting approval came from promising 597 
evidence of efficacy. 598 

We will not include any confidential business information in the notice. However, we will 599 
provide relevant links to the PM and MAH contact information. 600 

We will send a copy of the notice to the MAH 2 business days before posting the notice on 601 
the Health Product InfoWatch web page. During this time, the MAH will be able to verify 602 
that the information is accurate. 603 

Since the Health product InfoWatch is a monthly publication, the notice of market 604 
authorization with imposed T&Cs will be published in the month following the assignment 605 
of the DIN and issuance of the NOC, or soon after. 606 

Learn more: 607 

• Health Product InfoWatch 608 
• Draft guidance on terms and conditions for human and veterinary drugs 609 

Advertising requirements and pre-clearance of all promotional 610 
materials 611 

Manufacturers of human and veterinary drugs must comply with all advertising 612 
requirements outlined in the FDA, the Controlled Drugs and Substances Act (CDSA) and 613 
the associated regulations regarding the advertising of drug products. 614 

The term “advertising” includes any representation by any means whatever for the purpose 615 
of promoting directly or indirectly the sale or disposal of any food, drug, cosmetic or 616 
device. It includes: 617 

• brochures, booklets, detailing pieces, bulletins, calendars, videos and slides 618 
• materials published in journals, magazines, other periodicals, and newspapers 619 
• materials presented at healthcare professional conferences, continuing medical 620 

education activities and other learning activities (OLAs) 621 
• advertisements broadcast through media such as radio, television, the internet, 622 

social media and telephone communication systems 623 

Advertising material must abide by the restrictions or conditions specified on the labels for 624 
human and veterinary drugs and the PM for drugs intended for human use. 625 

https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/health-product-infowatch.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/terms-conditions-human-veterinary-drugs.html
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If T&Cs require confirmatory trials, advertising material must clearly state that the 626 
authorized indication(s) is based on promising evidence of efficacy and that additional 627 
studies are being conducted to confirm the clinical benefit. 628 

If the approved labelling and PM include statements about promising evidence of efficacy, 629 
the display portion of all advertising material for these drugs must contain boxed text. This 630 
boxed text must disclose that the market authorization was granted based on promising 631 
evidence of clinical effectiveness. It must also state that T&Cs have been imposed to 632 
confirm the drug’s clinical benefit. 633 

For human drugs, manufacturers must submit all healthcare professional directed 634 
promotional material related to products authorized based on promising evidence of 635 
clinical effectiveness to an independent advertising preclearance agency (APA) 636 
recognized by Health Canada. Refer to: 637 

List of Canadian advertising preclearance agencies638 

https://www.canada.ca/en/health-canada/services/drugs-health-products/regulatory-requirements-advertising/advertising-preclearance/list-canadian-advertising-preclearance-agencies.html
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Post-market safety 639 

Post-market safety monitoring 640 

For human drugs only, risks and uncertainties may need to be addressed through Risk 641 
Management Plans (RMPs). 642 

For more information on requirements for RMPs, refer to: 643 

• Submitting risk management plans guidance document  644 

All drugs that have been authorized based on promising evidence of efficacy, or 645 
subsequent-entry drugs (generic drugs and biosimilars) that compare to such a drug, may 646 
be subject to enhanced post-market safety monitoring, reporting and active surveillance. 647 

For more information on post-market safety monitoring, reporting and surveillance, refer to: 648 

• Reporting adverse reactions to marketed health products  649 
• Preparing and submitting summary reports for marketed drugs and natural health 650 

products - Guidance document for industry 651 
• Notifying Health Canada of foreign actions - Guidance document for industry 652 
• Adverse veterinary drug reactions 653 

Adverse reaction reporting 654 

For human drugs 655 

Adverse events (AE) and adverse reaction (AR) reports from confirmatory trials must 656 
follow clinical trial application requirements if conducted in Canada. 657 

These reports, outlined in the terms and conditions letter for drugs with marketing 658 
authorization based on promising evidence of clinical effectiveness, must be reported to 659 
Health Canada. These reports should be submitted electronically whenever possible. 660 

Sponsors are strongly encouraged to use the electronic reporting gateway to improve 661 
efficiency. We support the submission of clinical trial AR reports following international 662 
standards outlined in ICH E2B (R2). Manufacturers interested in setting up electronic 663 
reporting should contact the trading partner management office at tpmo-bgpc@hc-sc.gc.ca 664 
for assistance.  665 

https://www.canada.ca/en/health-canada/services/drugs-health-products/reports-publications/medeffect-canada/guidance-submission-risk-management-plans-policy-overview.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/reports-publications/medeffect-canada/reporting-adverse-reactions-marketed-health-products-guidance-industry/guidance-document.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/reports-publications/medeffect-canada/preparing-submitting-summary-reports-marketed-drugs-natural-health-products-guidance-industry.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/reports-publications/medeffect-canada/preparing-submitting-summary-reports-marketed-drugs-natural-health-products-guidance-industry.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/foreign-actions-profile/guidance-document.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/veterinary-drugs/adverse-drug-reactions-adrs.html
https://www.ich.org/page/electronic-standards-estri
mailto:tpmo-bgpc@hc-sc.gc.ca
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For manufacturers not yet connected to the electronic reporting gateway, reports can still 666 
be submitted by fax to the following Canada vigilance program fax lines: 667 

• Pharmaceutical drugs directorate for pharmaceutical drugs: 613-941-2121 668 

• Biologic and radiopharmaceutical drugs directorate for biologic and 669 
radiopharmaceutical drugs: 613-957-0364 670 

As a reminder, market authorization holders (MAHs) of marketed human drugs must report 671 
post-market ARs to Health Canada as required by the Food and Drugs Act (FDA) and its 672 
regulations, and as explained in the Canada vigilance program’s Overview of the reporting 673 
adverse reactions to marketed health products - Guidance document for industry. 674 

On a case-by-case basis, we may ask manufacturers to update the drug labels, the human 675 
drug PM and RMP if: 676 

• new safety concerns have been identified that were not a concern at the time of 677 
authorization 678 

• new information has been obtained as a result of additional data obtained on the 679 
clinical benefit from the confirmatory studies 680 

For veterinary drugs 681 

For all veterinary drugs marketed in Canada, every MAH is required to report ARs known 682 
to them involving their marketed health products in accordance with the requirements of 683 
the FDA and its regulations. Serious adverse events occurring as part of confirmatory trials 684 
should be reported to the Veterinary Drugs Directorate (VDD) pharmacovigilance (PV) 685 
program by: 686 

• telephone: 1-877-838-7322 687 
• the electronic PV works gateway or 688 
• completing the Adverse Event Reporting Form Veterinary Drugs Directorate (VDD) 689 

and submitting it by email to pv-vet@hc-sc.gc.ca 690 

Manufacturers wanting to set up electronic reporting should contact the PV program at pv-691 
vet@hc-sc.gc.ca for assistance.692 

https://www.canada.ca/en/health-canada/services/drugs-health-products/reports-publications/medeffect-canada/reporting-adverse-reactions-marketed-health-products-guidance-industry.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/reports-publications/medeffect-canada/reporting-adverse-reactions-marketed-health-products-guidance-industry.html
https://www.canada.ca/content/dam/hc-sc/migration/hc-sc/dhp-mps/alt_formats/hpfb-dgpsa/pdf/vet/adverse-drug-reactions-adrs-form-eng.pdf
mailto:pv-vet@hc-sc.gc.ca
mailto:pv-vet@hc-sc.gc.ca
mailto:pv-vet@hc-sc.gc.ca
mailto:pv-vet@hc-sc.gc.ca
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Compliance and enforcement 693 

Annual progress reports of confirmatory trials for human 694 
drugs 695 

Although not required by the regulations, we ask that market authorization holders (MAHs) 696 
submit reports on the progress of ongoing confirmatory trials to Health Canada on an 697 
annual basis. The annual progress report should be submitted through the Common 698 
Electronic Submissions Gateway (CESG) for eCTD submissions. 699 

The report should be submitted within 60 calendar days of the market authorization 700 
anniversary. Alternatively, it can be submitted by the agreed-upon date set by Health 701 
Canada and the MAH at the time of the market authorization issuance. 702 

The annual progress report should be brief and include the following: 703 

• a summary of the conditions outlined in the terms and conditions (T&Cs) letter and 704 
their outcomes 705 

• the current status of the confirmatory trial(s), which may be pending, ongoing, 706 
delayed, terminated, submitted or fulfilled 707 

• explanatory comments regarding the status of the confirmatory trials 708 
• any actions taken by the MAH, for example, if the: 709 

o status is “pending, delayed or terminated”, the explanatory comments should 710 
indicate any other actions taken by the MAH 711 

o trial was terminated, the explanatory comments should indicate the next 712 
steps by the MAH to confirm efficacy of the drug 713 

o trial is delayed, the explanatory comments should indicate the actions that 714 
are being taken to mitigate the delay 715 

If we have any questions regarding the content of the annual progress report, we will 716 
contact the MAH within 90 calendar days of receipt of the report by the relevant review 717 
bureau. 718 

Progress reports for veterinary drugs 719 

We may request a progress report on the status of ongoing trials on a case-by-case basis. 720 
If requested, the brief progress report should include: 721 

• the summary of outstanding conditions 722 
• the status of the trial (pending, ongoing, delayed, terminated, submitted or fulfilled) 723 
• details explaining the status and subsequent action taken to address the T&Cs 724 
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The progress report should be submitted by an agreed-upon date at the time of the 725 
issuance of the market authorization. If there are any questions regarding the content, 726 
Health Canada will contact the MAH. 727 

Sample progress report 728 

Progress Report: Submitted on DATE (to be submitted annually for human drugs) 729 

Manufacturer/Sponsor: 730 

Product: BRAND NAME (active ingredients), route of administration, dosage form and 731 
strength, species (for veterinary drugs) 732 

Submission and Control Number: NDS, SNDS, ANDS, SANDS (control number) 733 

Terms and Conditions Letter Date: Year/month/day 734 

Description of Confirmatory Trial: 735 

Confirmatory Trial Schedule: 736 
Protocol approval date; Confirmatory trial enrollment start date and conclusion date; Last 737 
patient evaluation date; Health Canada submission date. 738 

Current Status: 739 
Pending, Ongoing, Delayed, Terminated, Submitted or Fulfilled 740 

Explanation of the Status: 741 
Brief description and action taken. 742 

The following are definitions that apply when providing the status of confirmatory trials: 743 

• Pending: The confirmatory trial has not been initiated by the MAH. 744 

• Ongoing: The confirmatory trial is proceeding according to the original schedule or 745 
is ahead of the schedule. The results of the confirmatory trial have not been 746 
submitted to Health Canada. 747 

• Delayed: The progress of the confirmatory trial has fallen behind the original 748 
schedule. Examples of the delay status include difficulties in patient enrolment, 749 
delays in the analysis of the results, or delay in the filing of the submission to Health 750 
Canada. 751 

• Terminated: The applicant ended the confirmatory trial before completion, and has 752 
not yet submitted a final trial report to Health Canada. Examples of termination 753 
include termination of trial arms that are no longer feasible. For specific safety, 754 
efficacy or quality concerns related to the drug, Health Canada should be notified 755 
within 15 days. 756 
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• Submitted: The MAH has submitted a final trial report to Health Canada, and the 757 
submission is currently in review. 758 

• Fulfilled: Health Canada has conducted the review of the final trial report filed as a 759 
submission and has issued a notice of compliance (NOC) indicating that the MAH 760 
has met the T&C. 761 

Process for fulfillment of terms and conditions – Confirmatory 762 
trials 763 

Results from confirmatory trials must be submitted as a SNDS-Confirmatory (SNDS-C) 764 
according to the individual deadlines outlined in the terms and conditions letter. If multiple 765 
confirmatory trials are underway, the final results must be submitted by their respective 766 
target dates. It is acceptable to combine results from multiple trials into one SNDS-C, 767 
provided the submission is filed by the earliest requested deadline. 768 

The SNDS-C must focus only on the original indication or condition of use for which the 769 
authorization was issued. Typically, additional information supporting a new or expanded 770 
indication cannot be included and must be submitted separately as a NDS or SNDS. 771 

However, in some cases, the same submitted information may support both the 772 
confirmation of the clinical effectiveness and a proposed new indication. In these 773 
situations, MAHs may discuss with Health Canada the feasibility of a combined 774 
submission. 775 

Once Health Canada has determined that the T&Cs for confirmatory trials have been 776 
satisfied, the SNDS-C must also be found to be acceptable. At that point, notations 777 
regarding T&Cs may be removed from the product monograph (PM) and product labelling. 778 
The T&Cs may also be removed from the drug identification number (DIN). 779 

A NOC will be issued to confirm the acceptability of the SNDS-C and authorize updates to 780 
the labelling with the confirmatory trial results. 781 

Amending terms and conditions 782 

The T&C letter will be amended as T&Cs are fulfilled, indicating the date at which the 783 
T&Cs were met. It will also be amended if T&Cs need to be modified or additional T&Cs 784 
are to be imposed as a result of new information. For more information on amending 785 
T&Cs, refer to: 786 

• Draft guidance on terms and conditions for human and veterinary drugs  787 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/terms-conditions-human-veterinary-drugs.html


 

 

 

32 

 

Failure to undertake, complete, and/or provide results of 788 
confirmatory trial(s) for a drug product 789 

MAHs may be held criminally liable for not fulfilling T&Cs, including failing to submit 790 
confirmatory trials as per their deadlines outlined in the terms and conditions letter. 791 

Failure of a MAH to undertake or complete a confirmatory trial listed in the T&Cs imposed 792 
on the DIN of a drug may give us a reason to reassess the drug’s benefit-risk profile. This 793 
assessment will be based on all available information known about the drug. Relevant 794 
information may include post-market data, such as adverse drug reaction reports and 795 
information from foreign regulators. 796 

Failure to provide results of a confirmatory trial by a specified date may provide us with a 797 
reason to assess the clinical effectiveness of the drug, which could result in consideration 798 
being given to invoking subsection C.01.013(1) of the regulations, that is, the manufacturer 799 
shall make no further sales of that drug unless the manufacturer has submitted the 800 
evidence requested. 801 

For more information on failing to comply with T&Cs, refer to: 802 

• Draft guidance on terms and conditions for human and veterinary drugs 803 

Failure of confirmatory trial(s) to demonstrate clinical benefit 804 
of the drug product 805 

If one or more confirmatory trials for drug products that were market-authorized based on 806 
promising evidence of clinical efficacy fail to demonstrate clinical benefit, we may request 807 
withdrawal of the authorized indication(s). Depending on the context, this could also lead 808 
to a recommendation for complete market withdrawal of the drug product. 809 

Unfavourable change to the benefit-risk profile of the drug 810 
product 811 

We will contact the MAH to discuss next steps if there is an unfavourable change to the 812 
benefit-risk profile of the drug. An unfavourable change to the benefit-risk profile of a drug 813 
may occur if new information becomes available. For example, information from another 814 
regulatory jurisdiction may indicate that the anticipated benefits no longer outweigh the 815 
identified risks.816 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/terms-conditions-human-veterinary-drugs.html
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Template 817 

Request for advance consideration of promising evidence status template for 818 
human drug submissions 819 

The advance consideration of promising evidence (ACPE) status request should be no 820 
longer than 25 pages (excluding references) and should be submitted along with the pre-821 
submission meeting package. Sample text is provided as guidance for content and should 822 
be removed from the completed document before filing along with this introductory text. 823 
The headings should be kept in bold text. 824 

Date of request for advance consideration of promising evidence: 825 

Sponsor: 826 

Contact information: 827 

Product information: 828 

• Dose / route / strength: 829 
• Is this a combination product? Y / N 830 
• Drug class: 831 
• Is this a first-in-class drug? Y / N 832 

Proposed brand name (if known) (Proper or common name of product): 833 

Specific indication(s) sought: 834 

In many instances, a single drug may be authorized for many indications. ACPE status, 835 
however, will only be granted on the basis of an applicable indication(s). The sponsor is 836 
requested to present only the most compelling rationale for Advance Consideration. List 837 
only the indication(s) for which ACPE status is being sought. If ACPE status is granted, 838 
only the indication(s) for which Advance Consideration has been granted should be 839 
included within the submission. 840 

Regulatory decision or application status in foreign jurisdictions: 841 
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In a tabular format, indicate if the drug is authorized in other jurisdictions, including date of 842 
authorizations, and if any accelerated approval or conditional authorizations have been 843 
granted. Include details of authorized indications. 844 

Indicate if the drug was denied authorization in other jurisdictions, including date of denial. 845 
Include details of the proposed indication and reasons for denial. 846 

Indicate whether the product is currently under review for the proposed indication in other 847 
jurisdictions and the anticipated decision date, if known. 848 

If meetings were held in other jurisdictions, provide a summary of the advice or discussion 849 
as an appendix. 850 

Proposed patient population: 851 

Eligibility criteria: 852 

Complete criterion A and at least 1 of criterion Bi or Bii. 853 

To avoid duplication, hyperlinking to relevant sections of the pre-submission package is 854 
recommended. 855 

Criterion A: The drug submission being filed for review is for a drug intended to diagnose, 856 
treat, mitigate or prevent a serious or severely debilitating disease or condition. 857 

Provide an overview of the disease or condition and therapeutic options available in 858 
Canada. Discuss the clinical context within which the drug will be used to support the 859 
request. Describe how the drug will contribute to the clinical management of the disease or 860 
condition. 861 

Criterion B(i): The available data demonstrate the drug has the potential to provide 862 
effective treatment, prevention or diagnosis of a disease or condition for which no other 863 
drug has been assigned a Drug Identification Number (DIN) that has not been cancelled. 864 

Describe how the drug fulfills an unmet medical need for treatment, prevention, or 865 
diagnosis of the disease or condition. Clearly indicate that no other drug in Canada which 866 
has been assigned a DIN that has not been cancelled is approved for the same conditions 867 
of use. 868 

Criterion B(ii): The available data demonstrate the drug has the potential to provide a 869 
clinically meaningful improvement in benefit and/or reduction in risk, such that the overall 870 
benefit-risk profile is improved over that of existing drugs that have been assigned a DIN 871 
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that has not been cancelled in Canada, that are currently available to manage the serious 872 
or severely debilitating disease or condition. 873 

Describe how the drug provides a clinically meaningful improvement in efficacy or safety, 874 
such that the overall benefit-risk profile is more favourable than other drugs for which a 875 
DIN has been assigned but not cancelled in Canada. 876 

Clinical evidence: 877 

Include the following: 878 

1. Description of the study to be submitted including, but not limited to: design, 879 
enrolled population, primary and key secondary endpoints, key safety findings, and 880 
the number of patients withdrawn due to safety concerns or lack of efficacy. If 881 
evidence is derived from a surrogate endpoint(s), provide justification and validation 882 
as to how it predicts a meaningful clinical outcome. Where applicable, it is 883 
recommended that references be included to support the validation of surrogate 884 
endpoints and their relationship to clinical outcomes. 885 

2. Description of findings demonstrating statistically significant and/or clinically 886 
meaningful results to support the claim for efficacy and/or safety. If results are 887 
based on interim analyses, provide anticipated dates for availability of the final 888 
results. 889 

Confirmatory studies: 890 

Include the following: 891 

1. The status of any relevant ongoing and planned studies, and indicate if any of these 892 
studies are intended to verify the benefit-risk profile of the drug for the proposed 893 
indication. 894 

2. Provide justification on why these studies are considered confirmatory for the 895 
proposed indication. 896 

3. For each such study, include a brief outline of the design and anticipated timing of 897 
study completion. 898 

References: 899 

Generally, up to 12 supporting key references may be included as part of this ACPE 900 
request to facilitate the review. However, this will be assessed on a case-by-case basis. All 901 
references should be provided as an appendix to the ACPE request. 902 
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Additional Information:  903 

• Anticipated timeline for drug submission and then marketing in Canada if 904 
authorized: 905 

Note: An aligned review process with health technology assessment (HTA) agencies (for 906 
example, Canada’s Drug Agency [formerly CADTH] and Institut national d'excellence en 907 
santé et services sociaux [INESSS]) is available as a tool to reduce the time between 908 
authorization and HTA reimbursement recommendations. 909 

Aligned reviews between Health Canada and health technology assessment organizations 910 

https://www.canada.ca/en/health-canada/corporate/transparency/regulatory-transparency-and-openness/improving-review-drugs-devices/notice-aligned-reviews-health-canada-health-technology-assessment-organizations.html
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