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Foreword  1 

Guidance documents provide assistance to industry and health care professionals on how to comply with 2 
governing statutes and regulations. They also provide guidance to Health Canada staff on how mandates and 3 
objectives should be met fairly, consistently and effectively. 4 

Guidance documents are administrative, not legal, instruments. This means that flexibility can be applied. 5 
However, to be acceptable, alternate approaches to the principles and practices described in this document 6 
must be supported by adequate justification. They should be discussed in advance with the relevant program 7 
area to avoid the possible finding that applicable statutory or regulatory requirements have not been met. 8 

Health Canada reserves the right to request information or material, or define conditions not specifically 9 
described in this document, to help us adequately assess the safety, efficacy or quality of a therapeutic 10 
product. We are committed to ensuring that such requests are justifiable and that decisions are clearly 11 
documented. 12 

This document should be read in conjunction with the accompanying notice and the relevant sections of 13 
the Food and Drug Act and its Regulations and other applicable guidance documents. 14 

 15 
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Overview 40 

Background 41 

This guidance will help sponsors interpret amendments to the Food and Drug Regulations (regulations) 42 
requiring them to submit clinical trial data disaggregated by sex, age and race/ethnicity if they have already 43 
done so as required by existing legislation or regulation in the United States or Europe. 44 

It is standard practice to collect disaggregated subgroup data during drug development (for example, refer to 45 
the international standards outlined ICH M4E(R2)). 46 

This guidance: 47 

• sets out Health Canada's expectations 48 

• supports our efforts to be transparent 49 

• ensures that the provisions in the regulations on disaggregated data are interpreted consistently 50 

The first part of this guidance document outlines how to comply with regulatory requirements for submitting 51 
disaggregated data. The second part of this guidance provides information and best practices related to 52 
collecting, analyzing and reporting on disaggregated data in clinical evidence, where applicable. 53 

Disaggregated data is data obtained by breaking down aggregated datasets into subcategories. These 54 
subcategories are based on factors such as sex, age, race/ethnicity, co-morbidities and/or other patient 55 
demographics. 56 

Disaggregating data is an important approach to data collection and analysis in drug development, as it: 57 

• allows sponsors and Health Canada to assess the efficacy and safety of drug products in different 58 
subgroups 59 

• ensures there is consistency with the overall results, where feasible 60 

• indicates where more focused post-market monitoring may be needed to further verify safety and 61 
efficacy in certain populations after products are approved for sale in Canada 62 

The collection and analysis of disaggregated data is at the core of Health Canada's sex and gender-based 63 
analysis plus (SGBA Plus) mandate. 64 

SGBA Plus is an analytical process used to assess: 65 

• how diverse groups of women, men and non-binary people may experience policies, programs and 66 
initiatives 67 

• differences in how groups of people (subgroups) react to a specific drug in terms of both efficacy and 68 
safety 69 

The "plus" in SGBA Plus acknowledges that SGBA goes beyond biological (sex) and socio-cultural (gender) 70 
differences. It indicates the importance of intersectionality, which refers to the multiple factors that intersect 71 
to make us who we are, such as: 72 

• sex 73 

• age 74 

• race 75 

• gender 76 

• geographic location 77 

https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-314
https://ec.europa.eu/health/system/files/2016-11/reg_2014_536_en_0.pdf
https://www.ich.org/page/ctd
https://www.canada.ca/en/health-canada/corporate/transparency/corporate-management-reporting/sex-gender-based-analysis-action.html
https://www.canada.ca/en/health-canada/corporate/transparency/corporate-management-reporting/sex-gender-based-analysis-action.html
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Policy objective 78 

Clinical trial participants should represent the population who will be using the drug. This is important as 79 
intrinsic (genetic, physiologic) and extrinsic (cultural, environmental) characteristics of a population, including 80 
age, sex and race/ethnicity, can lead to different treatment effects. Some, but not all, of the intrinsic and 81 
extrinsic factors that can impact a person's response to a drug product are known. 82 

Patient populations are also often heterogeneous across many factors (for example, sex, age and race). 83 

These factors highlight the importance of recruiting representative clinical trial participants so that data can 84 
be disaggregated and analyzed meaningfully by subgroups of interest (for example, sex, age, race, co-85 
morbidities, and medication use). 86 

Health Canada is leveraging experience in other jurisdictions by aligning with existing legislation and 87 
regulations of the U.S. Food and Drug Administration (FDA) and the European Medicines Agency (EMA). 88 

Learn more about intrinsic and extrinsic differences in the following guidance and studies: 89 

• ICH E5: Ethnic factors in the acceptability of foreign data (ICH Harmonised Tripartite Guideline, PDF) 90 

• ICH E8: General considerations for clinical studies (PDF) 91 

Policy statement 92 

The amendments to the regulations are intended to: 93 

• receive disaggregated data and subgroup analyses that can help assess differences in key efficacy 94 
and/or safety parameters between clinically relevant, prognostic subgroups 95 

• increase transparency by assessing and reporting on the diversity of clinical trial participants for each 96 
drug product 97 

Scope and application 98 

This draft guidance document is for sponsors who will be applying to Health Canada for market authorization 99 
for a drug for human use. 100 

The scope of this guidance document includes drugs for human use. These drugs are regulated by the Health 101 
Products and Food Branch in accordance with the Food and Drugs Act and the regulations. 102 

Terms and definitions 103 

Disaggregated data: Data obtained by breaking down large-scale or aggregated datasets into subcategories, 104 
such as sex, age and race/ethnicity, or a combination of these (and/or other) subcategories. 105 

Disaggregated data plan: A plan designed to support the collection and assessment of disaggregated data by 106 
age, sex, racial/ethnic groups and associated covariates. The plan is used to establish whether and how a 107 
treatment may affect the benefit-risk profile of specific subgroups. 108 

Gender: The socially constructed roles, behaviours, expressions and identities of girls, women, boys, men and 109 
gender-diverse people. It influences how people perceive themselves and each other, how they act and 110 
interact, and the distribution of power and resources in society. 111 

Gender identity is not confined to a binary (girl/woman, boy/man) or static. It exists along a continuum and 112 
can change over time. 113 

  114 

https://database.ich.org/sites/default/files/E5_R1__Guideline.pdf
https://database.ich.org/sites/default/files/ICH_E8-R1_Guideline_Step4_2021_1006.pdf
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There is considerable diversity in: 115 

• how individuals and groups understand, experience and express gender through the roles they take 116 
on 117 

• the expectations placed on them 118 

• a person's relations with others 119 

• the complex ways that gender is institutionalized in society 120 

Please refer to the following definition by the Canadian Institute of Health Research: 121 

• What is gender? What is sex? 122 

Heterogeneity assessment: An evaluation examining whether differences in treatment efficacy or safety are 123 
anticipated between subgroups of the overall study population. This assessment is a key aspect of clinical 124 
trial protocol design. It should describe the measures taken to establish whether there are, or could be, 125 
clinically important age, sex and racial/ethnic differences in response to study treatment. 126 

Sex: A set of biological attributes in humans and animals. It is mainly associated with physical and 127 
physiological features, such as chromosomes, gene expression, hormone levels and function, and 128 
reproductive/sexual anatomy. 129 

Sex is usually categorized as female or male, but there is variation in the biological attributes that comprise 130 
sex and how those attributes are expressed. 131 

Sex differs from gender, which refers to the socially constructed roles, behaviours, expressions and identities 132 
of girls, women, boys, men and gender-diverse people. 133 

 134 

https://cihr-irsc.gc.ca/e/48642.html
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Regulatory Requirements 135 

Submitting disaggregated data 136 

Health Canada now requires that new drug submissions (NDS) and Level I supplements to new drug 137 
submissions (SNDS) for human drugs include clinical evidence that has been disaggregated. 138 

For information on these requirements, please consult: 139 

• Post-notice of compliance changes: Safety and efficacy document 140 

As a first step, these requirements will apply when sponsors: 141 

• have submitted clinical data disaggregated by sex, age and race/ethnicity 142 
o based on legislative and/or regulatory requirements for market authorization set out by the 143 

U.S. Food and Drug Administration (FDA) or the European Medicines Agency (EMA) 144 

We expect sponsors to conduct additional subgroup analyses when relevant (for example, co-morbidities, 145 
current and past medication use). This is standard practice in clinical trial design. 146 

Currently: 147 

• FDA requires data disaggregated by sex, race/ethnicity and age 148 

• EMA requires data on sex and age, along with a justification if that data is not available 149 

When both datasets are available, we prefer FDA data for sex, age and race/ ethnicity where possible. 150 

When sponsors have not previously submitted disaggregated data to the FDA and/or EMA, we strongly 151 
encourage them to provide disaggregated data to Health Canada, where feasible. You are to provide a 152 
justification if your submission does not include this data. The justification should include the rationale for 153 
why disaggregated data are not applicable to the current submission, and/or why they have not been 154 
included. 155 

In general, clinical trials are not designed to assess efficacy and safety in subgroups with statistical rigour. Nor 156 
do they have a sufficient number of participants to facilitate such an assessment. For these reasons, we 157 
understand that the results from such analyses are descriptive, exploratory in nature and should be 158 
interpreted with caution.159 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/post-notice-compliance-changes/safety-efficacy-2019/document.html
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Disaggregated data best practices 160 

About disaggregated data best practices 161 

Recruiting diverse clinical trial participants and conducting relevant subgroup analyses remains critically 162 
important to ensure the possibility of determining: 163 

• whether differences between subgroups exist based on all of the clinical evidence 164 

• if further monitoring after the drug reaches the market is necessary (where feasible and applicable) 165 

• whether the clinical trial population mirrors the full diversity of the population that will use the drug 166 
product being tested 167 

The collection and analysis of disaggregated data is a key aspect in all phases of a health product’s life cycle: 168 

• study design 169 

• dose selection 170 

• testing and evaluation 171 

• clinical validation 172 

• risk analysis and management 173 

• transparency and reporting 174 

• post-market safety monitoring 175 

Considerations in protocol design 176 

This section outlines information to consider in clinical trial protocol design for drugs for human use, 177 
especially Phase 3 and 4 trials. Such information will help sponsors recruit diverse clinical trial participants 178 
and plan for appropriate subgroup analyses. 179 

As a standard practice, the diversity of clinical trial participants should reflect the population that will use the 180 
drug. Before an application is submitted for market authorization in Canada, drugs should be evaluated in 181 
participants who represent the full range of persons likely to receive the product, whenever possible. 182 

For example: 183 

• Considerations for inclusion of women in clinical trials and analysis of sex differences 184 

It is also important that clinical trial results are applicable to the populations likely to use the product. 185 
Evidence that can help evaluate benefit-risk profiles of specific subgroups is generated by collecting: 186 

• disaggregated data on the age, sex and race/ethnicity of participants 187 

• other clinically relevant baseline characteristics 188 

As mentioned, differences in age, sex and race/ethnicity may contribute to different efficacy and safety 189 
profiles for drug products, for example: 190 

• sex differences in pharmacokinetics and pharmacodynamics may impact drug safety and 191 
effectiveness in some contexts 192 

Similarly, data from diverse racial/ethnic groups may necessitate different treatment parameters, for 193 
example: 194 

• different dosing recommendations for therapeutics, such as: 195 
o lower initial starting dose of statins in Asian patients or 196 
o higher doses of tacrolimus in Black patients 197 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/considerations-inclusion-women-clinical-trials-analysis-data-sex-differences.html
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3644551/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3644551/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2651637/#:~:text=Nonetheless%2C%20the%20United%20States%20Food,systemic%20exposure%20to%20the%20drug.
https://pubmed.ncbi.nlm.nih.gov/26011276/
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It is understood that racial/ethnic differences in drug metabolism are largely attributable to genetic and 198 
genomic differences. These differences can directly influence drug absorption, distribution, metabolism and 199 
excretion. 200 

Genetic and genomic factors influence the overall enzyme make-up of an individual, and certain mutations or 201 
gene variants are more common in specific ethnic groups. This contributes to pharmacokinetic variability in 202 
these subgroups. For example, gene variants affecting transporter proteins impact the safety and efficacy of 203 
statins. Similarly, gene variants also affect expression of enzymes, which influence the bioavailability and 204 
clearance of tacrolimus. 205 

For more information: 206 

• The pharmacogenomics of statins 207 

• Safety and efficacy of statins in Asians 208 

• Sex differences in pharmacokinetics and pharmacodynamics 209 

• Genotype-guided tacrolimus dosing in African American kidney transplant recipients 210 

• Impact of ABCG2 and SLCO1B1 polymorphisms on pharmacokinetics of rosuvastatin, atorvastatin, 211 
and simvastatin acid in Caucasian and Asian subjects: A class effect? 212 

• African-American race modifies the influence of tacrolimus concentrations on acute rejection and 213 
toxicity in kidney transplant recipients 214 

Heterogeneity assessment 215 

A heterogeneity assessment (HA) is an evaluation examining whether differences in treatment efficacy or 216 
safety are anticipated between subgroups of the overall study population. The HA should describe the 217 
measures taken to establish whether there are, or could be, clinically important age, sex and racial/ethnic 218 
differences in response to the drug product being tested. 219 

The U.S. Food and Drug Administration (FDA) outlines a similar approach in the following: 220 

• Diversity plans to improve enrollment of participants from underrepresented racial and ethnic 221 
populations in clinical trials: Draft guidance for industry 222 

To ensure diverse subgroups are meaningfully considered in a drug product's development and testing, an 223 
overarching HA should be performed at the start of the clinical development program. This HA will determine 224 
how best to approach clinical development and trial design. 225 

Sponsors should update the HA as needed throughout the development process as more information on 226 
sources of heterogeneity is learned from early phase trials. These additional sources of heterogeneity may 227 
require further supporting data. 228 

If the HA indicates that treatment differences are not anticipated among subgroups, enrollment should still 229 
be broad and reflect disease epidemiology. Broad enrollment of representative populations: 230 

• permits subgroup analyses 231 

• may enable the assessment of effect consistency across trials, where appropriate 232 

Learn more: 233 

• ICH E9: Statistical principles for clinical trials 234 

Alternatively, if the HA or evidence from previous or ongoing studies indicates meaningful differences in any 235 
of the subgroups studied, sponsors should consider such differences when planning, designing and analyzing 236 
individual studies within the clinical development program. This includes plans to recruit enough 237 

https://www.sciencedirect.com/science/article/pii/S1043661813002697?casa_token=G3JYpluaRUAAAAAA:ZORvqMSA1NHDpm5O3ikT4ZjpCTVXlzeDnky9QizNc5wH-TXt9jx0wThgDA3yZ-TzpA0UfKNregJJ
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2651637/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3644551/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4909584/
https://link.springer.com/article/10.1007/s00228-014-1801-z
https://link.springer.com/article/10.1007/s00228-014-1801-z
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4534305/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4534305/
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/diversity-plans-improve-enrollment-participants-underrepresented-racial-and-ethnic-populations
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/diversity-plans-improve-enrollment-participants-underrepresented-racial-and-ethnic-populations
https://database.ich.org/sites/default/files/E9_Guideline.pdf
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representative patients to be able to analyze the benefit-risk profile in the relevant subgroups, where 238 
possible. 239 

Learn more in the following EMA guidance document: 240 

• Guideline on the investigation of subgroups in confirmatory clinical trials 241 

If there is a possibility that there could be differing treatment responses between subgroups, sponsors should 242 
explore the potential reasons for the heterogeneity and describe this in the trial(s) design(s) stage. Analyses 243 
should consider these potential differences. Note: In some cases, this type of analysis may only be feasible 244 
when analyzing all of the clinical evidence and/or in post-market monitoring. 245 

Known factors that may affect the safety and efficacy of the drug product between subgroups should inform 246 
the HA. Sponsors should consider disease pathophysiology, previously identified predictive or prognostic 247 
factors, biological plausibility, epidemiology of the condition and/or therapeutic drug class. 248 

Information for certain diseases may be limited, making it difficult to assess potential subgroup-specific 249 
heterogeneity. To supplement their HA, sponsors should find relevant data sources in academic literature 250 
and/or seek out real world evidence (RWE). 251 

Sponsors may use non-clinical studies to provide supportive data. For example, pharmacology and toxicology 252 
studies conducted in male and female animals can indicate potential sex-related differences in concentration 253 
response, safety or efficacy. 254 

To understand how non-clinical studies can support and inform clinical trial evidence, consult ICH harmonized 255 
guidelines for clinical trials, such as: 256 

• ICH E8 : General considerations for clinical studies 257 

• ICH S9 : Nonclinical evaluation for anticancer pharmaceuticals 258 

• ICH S11 : Nonclinical safety testing in support of development of paediatric pharmaceuticals 259 

• ICH M3(R2) : Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 260 

As the HA informs the study design and enrollment plan, sponsors should include it in their submission 261 
material for clinical trial applications and/or market authorization. 262 

Of note, the contents of the current guidance apply to preceding documents such as: 263 

• Guidance document for clinical trial sponsors: Clinical trial applications 264 

Disaggregated data plan 265 

A disaggregated data plan (DDP) is used to determine the parameters for disaggregated data collection and 266 
subsequent analyses. By supporting the collection and assessment of disaggregated data by age, sex, 267 
racial/ethnic groups and other associated covariates, the DDP helps sponsors establish if and how a 268 
treatment may affect the benefit-risk profile of specific subgroups. 269 

The content of the DDP should be based on the findings of the HA. To support subgroup analysis, sponsors 270 
should aim to enroll representative proportions of age, sex and racial/ethnic subgroups that are consistent 271 
with those who will use the drug product or as indicated by the HA. 272 

Otherwise, sponsors should either: 273 

• justify how the enrollment criteria provide acceptable representation for the intended population or 274 

• explain if a factor other than age, sex or race/ethnicity is a primary driver of heterogeneity upon 275 
which the disaggregated data plan should be based 276 

https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-investigation-subgroups-confirmatory-clinical-trials_en.pdf
https://database.ich.org/sites/default/files/E8_Guideline.pdf
https://database.ich.org/sites/default/files/S9_Guideline.pdf
https://database.ich.org/sites/default/files/S11_Step4_FinalGuideline_2020_0310.pdf
https://database.ich.org/sites/default/files/M3_R2__Guideline.pdf
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/clinical-trial-sponsors-applications.html
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These recommendations generally apply to all trials, but more feasibly, are targeted to phase 3 and 4 studies, 277 
as these trials tend to enroll more patients than earlier trials. 278 

The DDP and data submission should describe: 279 

• the number of participants planned for each study 280 
o outline how the sponsor will collect subgroup data throughout the product life cycle in the 281 

description 282 

• how age, sex and race/ethnicity, as well as other related covariates, will be assessed 283 

• how potential differences will be taken into account 284 
o for example, by enriched or restricted enrollment (by selecting for or limiting certain patient 285 

characteristics), confirmatory trials and so on, as applicable 286 

This description will maximize early discussions of subgroups and establish a strategy for considering diverse 287 
subgroups before the trials begin, if required. For example: 288 

• if it is known early on that the treatment is only effective in certain subgroups, then trial enrollment 289 
could be restricted to those populations 290 

• if a factor affecting subgroups is known to be prognostic in value, then treatment groups may be 291 
balanced for this factor at the randomization stage through stratification 292 

Sponsors should capture the details of both the HA and DDP, including enrollment strategies, in the 293 
appropriate sections of the clinical study protocol and statistical analysis plan (SAP). Include applicable 294 
results, analyses and discussion in the clinical study report (CSR). 295 

For data submitted in the CSR, sponsors should: 296 

• capture disaggregated data for enrolled and completed participants 297 
o population pharmacokinetic analyses often include age and sex as co-variates 298 
o race/ethnicity should also be included as it may affect the interpretation of drug product 299 

efficacy and/or safety in subgroups as well as clinical parameters of use 300 
o pharmacometric modelling and analyses are encouraged 301 

• present key efficacy and safety data by age, sex and race/ethnicity and describe whether any 302 
treatment modifications (for example, of dose or dosing regimen) are needed for subgroups 303 

o clinically relevant findings may be reflected in the product labelling as per Health 304 
Canada's guidance on the product monograph 305 

We encourage sponsors to engage in discussions with the relevant Health Canada directorate early on in the 306 
process. Sponsors may also ask for feedback during pre-clinical trial application meetings and/or in pre-307 
submission meetings for a new drug submission (NDS) or supplement to a new drug submission (SNDS). 308 

More details on pre-submission meetings for NDS or SNDS are included in the following guidance document: 309 

• Management of drug submissions and applications 310 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/product-monograph/guidance-document-product-monograph-2020.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/management-drug-submissions/industry/document.html
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Data collection and analysis 311 

Important considerations for collecting and analyzing disaggregated data include key subgroups and 312 
parameters for analysis, interpretation and reporting. 313 

Sponsors should pre-specify the strategy for enrolling and assessing subgroup data in the protocol before 314 
they enroll clinical trial participants. 315 

Key subgroups 316 

The variables that should be considered when designing clinical trials are specific to the particular therapeutic 317 
area in which the study is being conducted. However, there are key considerations for including clinical trial 318 
participants who are diverse in sex, age and race/ethnicity. Of note, it is understood that representative 319 
enrollment of age, sex, and racial/ethnic subgroups may pose challenges. 320 

Sponsors should consider potential reasons if they have difficulty recruiting certain populations. In this case, 321 
you should devise strategies to enhance enrollment and retention in the subgroups of interest, as needed. 322 

Learn more by consulting the following guidance from the U.S. Food and Drug Administration (FDA): 323 

• Enhancing the diversity of clinical trial populations - Eligibility criteria, enrollment practices and trial 324 
designs 325 

Sex 326 
Include a representative number of females and males in clinical trials, as applicable to the intended 327 
population that will use the drug. 328 

To identify and account for potential sex-related differences when planning clinical trials, we recommend 329 
that females (such as those who are of child-bearing age or menopausal) be included as early as possible in 330 
the clinical trial research stage. 331 

For details on what to consider when collecting and analyzing sex-related data, please consult the following 332 
guidance document: 333 

• Considerations for inclusion of women in clinical trials and analysis of sex differences 334 

Age 335 
Age groups that reflect the clinical prevalence of disease should be adequately represented. This permits the 336 
analysis of various age groups, as needed. 337 

We recommend that detailed disaggregation of age groups be provided. For example, to better inform 338 
treatment decisions for geriatric patients in clinical practice, older patients may be grouped into ages 65 to 339 
74, 75 to 84 and over 85 rather than the combining all age groups into a 65+ category. 340 

Learn more in the following guidance documents: 341 

• ICH E7: Studies in support of special populations: Geriatrics 342 
• FDA: Inclusion of older adults in cancer clinical trials 343 

Detailed disaggregation of pediatric age subgroups corresponding to developmental biology specific to drug 344 
product pharmacology is also recommended, for example: 345 

• preterm newborn infants 346 
• term newborn infants (0 to 27 days) 347 
• infants and toddlers (28 days to 23 months) 348 
• children (2 to 11 years) 349 
• adolescents (12 to 16/18 years) 350 

https://www.fda.gov/media/127712/download
https://www.fda.gov/media/127712/download
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/considerations-inclusion-women-clinical-trials-analysis-data-sex-differences.html
https://database.ich.org/sites/default/files/E7_Guideline.pdf
https://www.fda.gov/media/156616/download
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Neurocognitive development, puberty, hormonal changes and weight are some examples of processes or 351 
characteristics that should be considered when planning, analyzing and reporting pediatric subgroup data. 352 

Learn more: 353 

• ICH E11: Clinical investigation of medicinal products in the pediatric population 354 

Race/ethnicity 355 
To assess potential race/ethnicity-related differences for the population who will use the drug, we 356 
recommend that representative proportions of subjects be enrolled in clinical trials. Note that the following 357 
will vary: 358 

• specific race/ethnicity subgroups depending on the population that is expected to use the drug 359 
• the geopolitical context where the clinical trials will be held and where the application for market 360 

authorization will be submitted 361 

For trials conducted in Canada, self-reported race/ethnicity should follow Statistics Canada classifications. 362 
Current classifications for population groups include: 363 

• Arab 364 
• Black 365 
• White 366 
• Filipino 367 
• Korean 368 
• Chinese 369 
• Japanese 370 
• West Asian 371 
• South Asian 372 
• Latin American 373 
• Southeast Asian 374 
• other group (specify) 375 

Indigenous Peoples comprising First Nations, Métis and Inuit populations are another key population group in 376 
Canada. Respondents should be able to select the categories that apply. 377 

For trials conducted elsewhere, sponsors should follow the reporting categories of the respective national 378 
regulatory body, if available. More detailed racial/ethnic data may be required in certain conditions with 379 
specific hereditary patterns. 380 

Reporting standards in different countries will vary, making it difficult to pool data for comparisons. 381 
Consequently, sponsors should clearly define subgroups in their protocols. 382 

Analyzing, interpreting and reporting disaggregated data 383 

Sponsors should stratify results for key efficacy and safety outcome(s) by age, sex and race/ethnicity, as 384 
applicable. These results should be interpreted with caution, given the potential for a limited number of 385 
participants in some subgroups and for confounding by other factors. 386 

For guidance on analyzing and interpreting subgroup data, please refer to: 387 

• Section 5.7, "Subgroups, interactions and covariates" of ICHE9 388 

If the differences observed among various subgroups are interpretable and considered clinically relevant, 389 
sponsors should investigate if the results are biologically plausible or may have occurred by chance. Following 390 
a thorough assessment, sponsors should address those results that are biologically plausible and thus may 391 
impact the benefit-risk profile of the product in the relevant subgroup(s). 392 

https://database.ich.org/sites/default/files/E11_R1_Addendum.pdf
https://www12.statcan.gc.ca/census-recensement/2016/ref/guides/006/98-500-x2016006-eng.cfm
https://database.ich.org/sites/default/files/E9_Guideline.pdf


 

Draft guidance document on the collection and analysis of disaggregated data in clinical trials | 13 

In such cases, Health Canada may: 393 

• request additional data 394 
• implement terms and conditions 395 
• recommend specific labelling 396 
• require additional post-market studies or surveillance 397 
• require additional risk minimization measures 398 

Sponsors should include: 399 

• a description of methods and approach in the clinical trial protocol and statistical analysis plan (SAP), 400 
as applicable 401 

• results, analyses and subsequent discussion in the clinical study report (CSR) 402 

To assess the consistency of the efficacy and safety findings across relevant subgroups, sponsors should 403 
present results based on analyses described in the disaggregated data plan (DDP) (and captured in the 404 
appropriate sections of the clinical study protocol and SAP). These should be placed in the appropriate 405 
section of the CSR, if available. 406 

In particular, sponsors should also include: 407 

• a table that presents disaggregated demographic data by treatment group (ICH M4) 408 
• subgroup results for key measures in the corresponding efficacy and safety sections, as applicable 409 
• a discussion of differences that are considered clinically relevant and biologically plausible on the 410 

benefit-risk profile specific to age, sex or race/ethnicity, as applicable 411 

https://www.ich.org/page/ctd
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Transparency 412 

Health Canada will continue to communicate up-to-date information about drugs for human use. You can 413 
find the following information online: 414 

• Notice of Compliance (NOC) database: contains NOCs issued for drugs for human and veterinary use 415 

• Drug product database: contains information about drug identification numbers (DINs) issued for 416 
drugs for human and veterinary use, including the product monograph for human drugs and the 417 
product labelling for veterinary drugs 418 

• Drug and Health Product Portal: contains Regulatory Decision Summaries and Summary Basis of 419 
Decision documents, which describe Health Canada's rationale for the approval of prescription drugs 420 
for human use 421 

• Clinical information portal: contains the clinical information, including disaggregated data, filed by 422 
sponsors to seek approval of human drugs under Division 8 of the Food and Drug Regulations (FDR) 423 

Information posted will not contain any confidential business information. 424 

https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/notice-compliance/database.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/drug-product-database.html
https://hpr-rps.hres.ca/reg-content/regulatory-decision-summary.php
https://hpr-rps.hres.ca/reg-content/summary-basis-decision.php
https://hpr-rps.hres.ca/reg-content/summary-basis-decision.php
https://www.canada.ca/en/health-canada/services/drug-health-product-review-approval/clinical-information-drugs-health-products.html
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Disaggregated data decision tree 425 

The disaggregated data decision tree outlines key questions to guide clinical trial design, based on the 426 
population that will use the drug being tested. The decision tree summarizes the content in "Considerations 427 
in protocol design". 428 

Figure 1. Decision tree: Study design429 

 430 
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Contact us 431 

Direct your questions to the appropriate directorate in Health Canada: 432 

Biologic and Radiopharmaceutical Drugs Directorate (BRDD) 433 
Office of Regulatory Affairs 434 
Health Products and Food Branch 435 
Health Canada 436 
Email: brdd.ora@hc-sc.gc.ca 437 

Pharmaceutical Drugs Directorate (PDD) 438 
Health Products and Food Branch 439 
Health Canada 440 
Email: pharma_drug_enquiries-renseignements_medicaments_pharma@hc-sc.gc.ca 441 

Natural and Non-prescription Health Products Directorate (NNHPD) 442 
Health Products and Food Branch 443 
Health Canada 444 
Email: nnhpd.consultation-dpsnso@hc-sc.gc.ca 445 

Marketed Health Products Directorate (MHPD) 446 
Health Products and Food Branch 447 
Health Canada 448 
Email: mhpd-dpsc@hc-sc.gc.ca 449 

For questions or comments on this guidance document: 450 

Centre for Policy, Pediatrics and International Collaboration 451 
Biologic and Radiopharmaceutical Drugs Directorate 452 
Health Products and Food Branch 453 
Health Canada 454 
Email: brdd-cppic_brdd-cppci@hc-sc.gc.ca 455 

mailto:brdd.ora@hc-sc.gc.ca
mailto:pharma_drug_enquiries-renseignements_medicaments_pharma@hc-sc.gc.ca
mailto:nnhpd.consultation-dpsnso@hc-sc.gc.ca
mailto:mhpd-dpsc@hc-sc.gc.ca
mailto:brdd-cppic_brdd-cppci@hc-sc.gc.ca
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Related links 456 

Government of Canada 457 

• What is gender-based analysis plus 458 
• Guidance document: Considerations for inclusion of women in clinical trials and analysis of sex 459 

differences 460 

FDA 461 

• FDA disaggregated data requirements 462 
• Guidance document: Diversity plans to improve the enrollment of participants from 463 

underrepresented racial and ethnic populations in clinical trials 464 

EMA 465 

• EMA disaggregated data requirements 466 

ICH 467 

• ICH guidelines in the safety and efficacy series 468 

https://women-gender-equality.canada.ca/en/gender-based-analysis-plus/what-gender-based-analysis-plus.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/considerations-inclusion-women-clinical-trials-analysis-data-sex-differences.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/clinical-trials/considerations-inclusion-women-clinical-trials-analysis-data-sex-differences.html
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-314
https://www.fda.gov/media/157635/download
https://www.fda.gov/media/157635/download
https://ec.europa.eu/health/system/files/2016-11/reg_2014_536_en_0.pdf
https://www.ich.org/page/ich-guidelines

	Foreword
	Table of contents
	Overview
	Background
	Policy objective
	Policy statement
	Scope and application
	Terms and definitions

	Regulatory Requirements
	Submitting disaggregated data

	Disaggregated data best practices
	About disaggregated data best practices
	Considerations in protocol design
	Heterogeneity assessment
	Disaggregated data plan

	Data collection and analysis
	Key subgroups
	Sex
	Age
	Race/ethnicity

	Analyzing, interpreting and reporting disaggregated data

	Transparency
	Disaggregated data decision tree
	Contact us
	Related links

