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FOREWORD 

 

Guidance documents are meant to provide assistance to industry and health care 
professionals on how to comply with governing statutes and regulations. Guidance 
documents also provide assistance to staff on how Health Canada mandates and 
objectives should be implemented in a manner that is fair, consistent and effective. 

Guidance documents are administrative instruments not having force of law and, as such, 
allow for flexibility in approach.  Alternate approaches to the principles and practices 
described in this document may be acceptable provided they are supported by adequate 
justification.  Alternate approaches should be discussed in advance with the relevant 
program area to avoid the possible finding that applicable statutory or regulatory 
requirements have not been met. 

As a corollary to the above, it is equally important to note that Health Canada reserves 
the right to request information or material, or define conditions not specifically 
described in this document, in order to allow the Department to adequately assess the 
safety, efficacy or quality of a therapeutic product.  Health Canada is committed to 
ensuring that such requests are justifiable and that decisions are clearly documented. 

This document should be read in conjunction with the accompanying notice and the 
relevant sections of other applicable guidance documents. 
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1. Introduction 

Responsibility for the quality, safety and efficacy of vaccines lies first and foremost with 1 
the manufacturer. The National Regulatory Authorities (NRA) in each country must 2 
establish procedures to ensure that products and manufacturers meet the established 3 
regulatory criteria. 4 
 5 
Vaccines are products of biological origin that exhibit some intrinsic variability. They are 6 
characterized by complex manufacturing processes and are administered to large numbers 7 
of healthy children, adolescents and adults. The quality of a vaccine cannot be assessed 8 
solely by testing the final product alone. It is recommended that NRAs establish a 9 
specific regulatory system for vaccines. 10 
 11 
A basic function of NRAs is to evaluate the quality, safety and efficacy of vaccines for 12 
human use. This involves authorizing their use, distribution and sale, which implies 13 
granting a license and a market authorization. 14 
 15 
In order to license a vaccine for human use, the NRA must first set requirements for 16 
applicants to comply with. These requirements include the following: 17 
 18 

• information needed for the application;  19 
• evidence that the vaccine has passed the stages of research, development, 20 

production and quality control; 21 
• evidence from clinical testing, and  22 
• evidence that the vaccine’s quality, safety and efficacy has been established. 23 

 24 
Another important aspect to consider in the vaccine evaluation process is that the 25 
manufacturing facilities must comply with Good Manufacturing Practices (GMP). The 26 
NRA must have legal authority and regulatory basis so that it can carry out its functions 27 
independently, transparently, and with authority. NRA staff must be trained and have the 28 
experience needed to do the evaluation. 29 
 30 
1.1 Background 31 

At the Fourth Conference of the Pan American Network for Drug Regulatory 32 
Harmonization (PANDRH), held in March 2005 in the Dominican Republic, the 33 
establishment of a Vaccines Working Group (Vaccines WG) was proposed in response to 34 
a need to develop harmonized documents in this field.  35 
 36 
The Vaccines WG was established in June 2005 in Panama where it determined its 37 
mission, objectives and work plan. As a priority, the Vaccines WG proposed developing 38 
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harmonized vaccine registration requirements for the Pan American Region (Region) by 39 
using the following as a base:  40 

• the requirements developed for medicines by the PANDRH Working Group on 41 
Medicines Registration;  42 

• the document prepared in 1999 by the Pan American Health Organization 43 
(PAHO) on vaccine licensing requirements; and,  44 

• the requirements of the countries participating in the meeting (Argentina, Brazil, 45 
Cuba, and Panama). 46 

 47 
Using the information compiled at the first meeting, a diagnostic survey was designed 48 
and sent to all countries in the Region to find out which requirements applied in each one. 49 
This information was processed by the PAHO Secretariat in Washington D.C., USA. 50 
 51 
In December 2005, in Caracas, Venezuela, the Vaccines WG reviewed all of the 52 
information sent by 16 countries in the Region in response to the diagnostic survey. 53 
These countries were Argentina, Brazil, Chile, Colombia, Costa Rica, Cuba, Dominican 54 
Republic, Ecuador, Guatemala, Honduras, Mexico, Nicaragua, Panama, Paraguay, 55 
Uruguay, and Venezuela. 56 
 57 
The first version of the document on harmonized requirements for the licensing of 58 
vaccines in the Region was prepared in April 2006 and sent for review by the Vaccines 59 
WG members. The document is consistent with the PANDRH objectives of harmonizing 60 
guidelines and considers the base requirements mentioned above, as well as the 61 
International Conference on Harmonization (ICH) Common Technical Document (CTD) 62 
and the Technical Report Series of the World Health Organization (WHO).  63 
 64 
In June 2006, the document was discussed at the Vaccines WG’s third meeting in Ottawa, 65 
Canada. In July, August, and September 2006, the final version of the application guide 66 
for the Proposed Harmonized Requirements for the Licensing of Vaccines in the 67 
Americas was prepared.  68 
 69 
The document was then distributed for public consultation. In October 2008, a meeting 70 
was held in Washington D.C. with NRAs and industry to analyze the comments received. 71 
The most common comment received was that the same numbering and structure of the 72 
ICH should be used. An updated version was presented for approval at the V Conference 73 
of PANDRH, held in Argentina, in November 2008. 74 
 75 
In September 2012, the Vaccines WG members (from Argentina, Bolivia, Brazil, Canada, 76 
Chile, Colombia, Costa Rica, Cuba, Dominican Republic, Ecuador, El Salvador, 77 
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Guatemala, Honduras, Jamaica, Mexico, Nicaragua, Panama, Trinidad & Tobago and 78 
Venezuela) met in Ottawa, Canada to discuss implementation of the harmonized 79 
requirements for the licensing of vaccines. The main challenge to implementing the 80 
document for some countries was related to the deviation from the ICH CTD format with 81 
respect to the module section titles and numbering. Based on the meeting 82 
recommendations, the document was modified to align with the ICH CTD format. This 83 
version is a result of the modification.  84 
 85 
This document consists of five modules, following the guidelines established by the ICH 86 
CTD, adapted specifically to the licensing of vaccines. 87 
 88 
Module 1. Administrative Information and Prescribing Information 89 
Module 2. Common Technical Document Summaries 90 
Module 3. Quality  91 
Module 4. Nonclinical Study Reports 92 
Module 5. Clinical Study Reports  93 

1.2 Objectives 94 

The objective of this document is to establish harmonized requirements for the 95 
submission of licensing applications for vaccines for human use. Requiring the same 96 
level of information across countries will facilitate the licensing process and ultimately 97 
the availability of vaccines. It is expected that having a common document will also 98 
benefit the Region by making more efficient use of technical and financial resources. 99 

1.3 Scope and Application 100 

This document applies to all vaccines to be authorized for human use, regardless of where 101 
they are manufactured, whether they are licensed in the country of origin or not, and 102 
considering the current legislation in the country in which a licence for a vaccine is 103 
sought. 104 
 105 
Health Canada’s Biologics and Genetic Therapies Directorate is adopting this 106 
document for use in Canada. Guidance specific to Canadian submissions is presented 107 
in bold and italics font. 108 
 109 
In Canada, sponsors should file submissions in accordance with the Health Canada 110 
guidance document, Preparation of Drug Submissions in the Electronic Common 111 
Technical Document (eCTD) Format. 112 
 113 
Sponsors are encouraged to request pre-submission meetings prior to filing a New 114 
Drug Submission for a vaccine. Early and ongoing consultation will help ensure that 115 
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regulatory requirements are met.  These meetings also help Health Canada prepare for 116 
upcoming submissions. Sponsors should refer to the Health Canada guidance 117 
document, Management of Drug Submissions  for instructions on how to request pre-118 
submission meetings. 119 
 120 

2. Guidelines for Preparation of an Application 121 

This document provides guidance to industry for the preparation of submissions 122 
according to the format presented in the ICH CTD. 123 
 124 
Each country has its own application licensing procedure and specific forms to comply 125 
with their National legislation. The minimum information to be submitted by the 126 
applicant has been harmonized by the PANDRH Working Group on Vaccines based on 127 
the ICH CTD format. This chapter describes how this format applies to the specific 128 
requirements for vaccines. Vaccines are always considered new products for licensing 129 
purposes. 130 
 131 
Module 1. Administrative Information and Prescribing Information  132 

The information requested in this module is specific to each country and is generally 133 
based on National legislation.  134 
 135 
Sponsors that intend to file a New Drug Submission to Health Canada should refer to 136 
the most up-to-date version of Health Canada’s Guidance Document: Preparation of 137 
Drug Regulatory Activities in the Common Technical Document (CTD) Format for the 138 
information that should be included in Module 1.  139 
 140 

Module 2. Common Technical Document Summaries 141 

The purpose of this module is to summarize the quality (chemical, pharmaceutical, and 142 
biological); nonclinical and clinical information presented in modules 3, 4, and 5 in the 143 
market authorization application. The experts who draft these summaries should take an 144 
objective approach to the decisive points related to the quality of the vaccine; clinical and 145 
nonclinical studies performed; report all pertinent data for the evaluation; and, refer to the 146 
corresponding tables included in modules 3, 4, and 5.  147 
 148 
Additional information for the preparation of this section can be found in ICH M4Q (R1), 149 
M4S (R2) and M4E (R1). 150 
 151 
The information in module 2 should be presented in the following order: 152 
 153 
2.1 Common Technical Document Table of Contents (Modules 2-5)  154 
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A general index should be included of the scientific information contained in modules 2 155 
to 5. 156 
 157 
2.2 CTD Introduction 158 

A summary of the type of vaccine, composition, immunological mechanism, and 159 
indications proposed for the vaccine. 160 
 161 
2.3 Quality Overall Summary 162 

A general summary of the quality of the vaccine should be presented, related to the 163 
chemical, pharmaceutical, and biological aspects. This summary should refer exclusively 164 
to the information, data, and justifications included in module 3 or in other modules of 165 
the submission. For example, if the submission describes more than one drug substance, 166 
manufacturer, dosage form, formulation, type of packaging, and/or strength, the applicant 167 
should summarize this information in the Quality Overall Summary (QOS) using a 168 
similar format as in the Module 3.2 Body of Data. 169 
 170 
The format should be as follows: 171 

Introduction 172 

The introduction should include proprietary name, non-proprietary name or common 173 
name of the drug substance, company name, dosage form(s), strength(s), route of 174 
administration, and proposed indication(s). It is important to note that the Drug Substance 175 
refers to the vaccine component or antigen, and the Drug Product refers to the final 176 
product.  177 

2.3.S Drug Substance (Name, Manufacturer) 178 

 2.3.S.1 General Information (name, manufacturer) 179 

 2.3.S.2 Manufacture (name, manufacturer) 180 

 2.3.S.3 Characterisation (name, manufacturer) 181 

 2.3.S.4 Control of Drug Substance (name, manufacturer) 182 

 2.3.S.5 Reference Standards or Materials (name, manufacturer) 183 

 2.3.S.6 Container Closure System (name, manufacturer) 184 

 2.3.S.7 Stability (name, manufacturer) 185 
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2.3.P Drug Product (Name, Dosage Form) 186 

2.3.P.1 Description and Composition of the Drug Product (name, dosage 187 
form) 188 

2.3.P.2 Pharmaceutical Development (name, dosage form) 189 

2.3.P.3 Manufacture (name, dosage form) 190 

2.3.P.4 Control of Excipients (name, dosage form) 191 

2.3.P.5 Control of Drug Product (name, dosage form) 192 

2.3.P.6 Reference Standards or Materials (name, dosage form) 193 

2.3.P.7 Container Closure System (name, dosage form) 194 

2.3.P.8 Stability (name, dosage form) 195 

2.3.A Appendices 196 

 2.3.A.1 Facilities and Equipment (name, manufacturer) 197 

2.3.A.2 Adventitious Agents Safety Evaluation (name, dosage form, 198 
manufacturer) 199 

 2.3.A.3 Excipients 200 

 2.3.R Regional Information 201 

2.4 Nonclinical Overview  202 

An integrated and critical assessment of the nonclinical evaluation of the vaccine should 203 
be provided.  204 
 205 
The Nonclinical Overview should be presented in the following sequence: 206 
 207 

• Overview of the nonclinical testing strategy  208 
• Pharmacology  209 
• Pharmacokinetics 210 
• Toxicology  211 
• Integrated overview and conclusions  212 
• List of literature references 213 

 214 
2.5 Clinical Overview  215 
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A succinct discussion and interpretation of the clinical data should be presented. The 216 
Clinical Overview should present the strengths and limitations of the clinical 217 
development program and study results, and analyse the benefits and risks of the vaccine 218 
in its intended conditions for use.  219 
 220 
The format for the Clinical Overview should be as follows: 221 

2.5.1 Product Development Rationale  222 

A discussion of the rationale for the development of the vaccine should be 223 
presented. 224 

2.5.2 Overview of Biopharmaceutics  225 

Summary of bioanalytical methods used to assess the immunogenicity of the 226 
vaccine in clinical trials. Refer to guidelines provided for Module 5 below. 227 

2.5.3 Overview of Clinical Pharmacology  228 

The purpose of this section is to present a critical analysis of the 229 
pharmacodynamics (e.g. immunogenicity), information on mechanism of action 230 
and related in vitro data provided in Module 5 of the CTD. The analysis should 231 
consider all relevant data and explain why and how the data support the 232 
conclusions drawn. The analysis should emphasize unusual results and known or 233 
potential problems, or note the lack thereof. 234 

2.5.4 Overview of Efficacy  235 

A critical analysis of the clinical data pertinent to the efficacy of the vaccine in the 236 
intended population should be presented. The analyses should consider all 237 
relevant data, whether positive or negative, and should explain why and how the 238 
data support the proposed indication and prescribing information. 239 

2.5.5 Overview of Safety  240 

A concise critical analysis of the safety data should be presented noting how 241 
results support and justify the proposed prescribing information.  242 

2.5.6 Benefits and Risks Conclusions  243 
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Integrate all of the conclusions reached in the previous sections about the efficacy 244 
and safety of the vaccine and provide an overall appraisal of the benefits and risks 245 
of its use. 246 

2.5.7 Literature References 247 

2.6 Nonclinical Written and Tabulated Summaries   248 

The format for the Nonclinical Written and Tabulated Summaries should be as follows: 249 

2.6.1 Introduction  250 

An introduction to the vaccine and its proposed clinical use should be presented. 251 

2.6.2 Pharmacology Written Summary  252 

 The format should be as follows: 253 

  2.6.2.1 Brief Summary  254 

  2.6.2.2 Primary Pharmacodynamics 255 

  2.6.2.3 Secondary Pharmacodynamics  256 

  2.6.2.4 Safety Pharmacology  257 

  2.6.2.5 Pharmacodynamic Drug Interactions  258 

  2.6.2.6 Discussion and Conclusions 259 

2.6.2.7 Tables and Figures 260 

2.6.3 Pharmacology Tabulated Summary  261 

If applicable, summary tables for the pharmacology studies should be presented. 262 

2.6.4 Pharmacokinetics Written Summary  263 

This is generally not performed for vaccines. However, biodistribution studies 264 
may be applicable to the evaluation of vaccine formulations containing new 265 
adjuvants or live recombinant viral/bacterial vectors. The feasibility of such 266 
studies should be evaluated on a case-by-case basis. If applicable, the format for 267 
the written summary of pharmacokinetic studies should be as follows: 268 

  2.6.4.1 Brief Summary 269 
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  2.6.4.2 Methods of Analysis 270 

  2.6.4.3 Absorption  271 

  2.6.4.4 Distribution  272 

  2.6.4.5 Metabolism  273 

  2.6.4.6 Excretion  274 

  2.6.4.7 Pharmacokinetic Drug Interactions (nonclinical)  275 

  2.6.4.8 Other Pharmacokinetic Studies  276 

  2.6.4.9 Discussion and Conclusions 277 

  2.6.4.10 Tables and Figures 278 

2.6.5 Pharmacokinetics Tabulated Summary  279 

Pharmacokinetic studies are not generally performed for vaccines. However, for 280 
live attenuated vaccines (viral or bacterial including vaccine vectors) there are 281 
potential causes of clinically significant infections in the recipient or in contacts. 282 
Clinical study reports providing information on shedding, reversion characteristics 283 
and transmission to contacts should be provided here. 284 
 285 
If applicable, summary tables for the pharmacokinetics studies should be 286 
presented.  287 

2.6.6 Toxicology Written Summary  288 

A written summary of toxicology studies should be presented. Refer to guidelines 289 
provided for Module 4 below. The format for the Toxicology Written Summary 290 
should be as follows:  291 

 2.6.6.1 Brief Summary 292 

 2.6.6.2 Single-Dose Toxicity 293 

2.6.6.3 Repeat-Dose Toxicity 294 

 2.6.6.4 Genotoxicity 295 

 2.6.6.5 Carcinogenicity 296 

2.6.6.6 Reproductive and Developmental Toxicity 297 
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 2.6.6.7 Local Tolerance 298 

 2.6.6.8 Other Toxicity Studies 299 

 2.6.6.9 Discussion and Conclusions 300 

 2.6.6.10 Tables and Figures 301 

2.6.7 Toxicology Tabulated Summary  302 

Summary tables for the toxicology studies should be presented. 303 
 304 
2.7 Clinical Summary  305 

A detailed, factual summary of all clinical data should be presented. This includes 306 
information provided in clinical study reports, information obtained from any meta-307 
analyses or other cross-study analyses for which full reports have been included in 308 
Module 5; and, post-marketing data for vaccines that have been marketed in other 309 
regions.   310 
 311 
The format for the Clinical Summary should be as follows: 312 

2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods 313 

A summary of the bioanalytical assays used to assess vaccine immunogenicity in 314 
clinical trials should be provided. This section should also provide an overview of 315 
the scientific rationale, the criteria used for the selection of analytical methods, 316 
and the cut-off / threshold values applied. In addition, information on the 317 
performance characteristics of assays including the validation (e.g. linearity range, 318 
sensitivity, specificity) and quality control (e.g. accuracy and precision) should be 319 
included. This section should not include detailed information about individual 320 
studies. Refer to guidelines provided for Module 5 below. If applicable, the 321 
format of the summary is as follows: 322 

2.7.1.1 Background and Overview 323 

2.7.1.2 Summary of Results of Individual Studies 324 

2.7.1.3 Comparison and Analyses of Results Across Studies 325 

2.7.1.4 Appendix  326 

2.7.2 Summary of Clinical Pharmacology Studies  327 
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For vaccines this section should provide the reviewer with immune response data 328 
that support the selection of dose, dosage schedule, and formulation of the final 329 
product. Refer to guidelines provided for Module 5 below. If applicable, the 330 
format of the summary should be as follows: 331 

2.7.2.1 Background and Overview 332 
2.7.2.2 Summary of Results of Individual Studies 333 
2.7.2.3 Comparison and Analyses of Results across Studies 334 
2.7.2.4 Special Studies 335 
2.7.2.5 Appendix  336 

2.7.3 Summary of Clinical Efficacy 337 

The format of the Summary of Clinical Efficacy should be as follows: 338 

2.7.3.1 Background and Overview of Clinical Efficacy 339 

This section should present a description of the program of controlled 340 
studies and other pertinent studies in the application that evaluated 341 
efficacy specific to the indication(s) sought.  342 

2.7.3.2 Summary of Results of Individual Studies 343 

A tabular listing of all studies providing (or designed to provide) 344 
information relevant to vaccine efficacy should generally be provided, 345 
together with narrative descriptions for important studies. The narrative 346 
descriptions should be brief, e.g. similar to an abstract for a journal article, 347 
and should describe critical design features and critical results.  348 

2.7.3.3 Comparison and Analyses of Results Across Studies 349 

Using text, figures, and tables as appropriate, a summary of all available 350 
data that characterise the efficacy of the vaccine should be presented. This 351 
summary should include analyses of all data, irrespective of their support 352 
for the overall conclusions and should, therefore, discuss the extent to 353 
which the results of the relevant studies do or do not reinforce each other. 354 
Any major inconsistencies in the data regarding efficacy should be 355 
addressed and any areas needing further exploration should be identified. 356 
The format of this section is: 357 

2.7.3.3.1 Study Populations 358 

2.7.3.2.2 Comparison of Efficacy Results of all Studies 359 
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2.7.3.3.3 Comparison of Results in Sub-populations 360 

2.7.3.4 Analysis of Clinical Information Relevant to Dosing  361 
Recommendations 362 

2.7.3.5 Persistence of Efficacy and/or Tolerance Effects 363 

2.7.3.6 Appendix  364 

2.7.4 Summary of Clinical Safety  365 

A summary of data relevant to safety in the intended vaccine recipient population, 366 
integrating the results of individual clinical study reports as well as other relevant 367 
reports should be presented. The safety profile of the vaccine, described on the 368 
basis of analysis of all clinical safety data, should be outlined in a detailed, clear, 369 
and objective manner, with the use of tables and figures.  370 
 371 
The format of the Summary of Clinical Safety should be as follows: 372 

2.7.4.1 Exposure to the Drug  373 

2.7.4.1.3 Demographic and Other Characteristics of Study Population  374 

2.7.4.2 Adverse Events 375 

2.7.4.2.1 Analysis of Adverse Events 376 

2.7.4.2.2 Narratives 377 

2.7.4.3 Clinical Laboratory Evaluations  378 

2.7.4.4 Vital Signs, Physical Findings, and Other Observations Related to 379 
Safety 380 

2.7.4.5 Safety in Special Groups and Situations 381 

2.7.4.6 Post-marketing Data  382 

2.7.4.7 Appendix  383 

2.7.5 Literature References  384 

A list of references cited in the Clinical Summary should be provided. 385 

2.7.6 Synopses of Individual Studies  386 
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This section should include the table entitled Listing of Clinical Studies, described 387 
in guidance for Module 5, followed by all individual study synopses organised in 388 
the same sequence as the study reports in Module 5. 389 
 390 

Module 3. Quality  391 

The Quality information submitted under Module 3 should be up-to-date, comprehensive, 392 
appropriately detailed, relevant, and to the extent sufficient to support the approval of a 393 
vaccine submission. A properly completed Module 3 will facilitate preparation of the 394 
Quality Overall Summary (QOS) and will expedite the submission review process.  395 
 396 
For a vaccine containing more than one drug substance, the entire Module 3.2.S Drug 397 
Substance for one drug substance should be followed by the entire Module 3.2.S Drug 398 
Substance for the next drug substance and then followed by the entire 3.2.P Drug 399 
Product. The name of the Drug Substance should be included in the heading of all 400 
applicable sections and subsections to clearly distinguish the information for each Drug 401 
Substance.  402 
 403 
For a vaccine with more than one dosage form or for a vaccine supplied in multiple 404 
components, e.g. lyophilized powder with a reconstitution diluent, the entire Module 405 
3.2.P Drug Product for one component or dosage form should be followed by the entire 406 
Module 3.2.P Drug Product for the next component or dosage form. The name of the 407 
component or dosage form should be included in the headings of the corresponding 408 
Module 3 sections.  409 
 410 
Additional information for the preparation of this section can be found in ICH M4Q (R1), 411 
as well as WHO recommendations for the production and control of specific vaccines and 412 
other relevant international regulatory guidelines. 413 

 414 

3.1 Table of Contents of Module 3  415 

3.2 Body of Data 416 

3.2.S Drug Substance (Name, Manufacturer)  417 

The information requested under this point should be supplied individually for 418 
each antigen in the vaccine. 419 

3.2.S.1 General Information (name, manufacturer) 420 

3.2.S.1.1 Nomenclature (name, manufacturer) 421 
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Trade and/or non-proprietary name of the drug substance. Based 422 
on the WHO or Pharmacopoeia requirements, as appropriate. 423 

3.2.S.1.2 Structure (name, manufacturer) 424 

Structural formula, molecular formula, and relative molecular mass 425 
(if applicable). The schematic primary sequence such as amino 426 
acid sequence indicating glycosylation sites or repeating units of 427 
polysaccharide indicating modification sites or other post-428 
translational modifications and relative molecular mass should be 429 
provided, if applicable. 430 

3.2.S.1.3 General Properties (name, manufacturer) 431 

A list should be provided of physicochemical and other relevant 432 
properties of the drug substance, including immunological 433 
characteristics and other biological activity, if applicable. 434 

3.2.S.2 Manufacture (name, manufacturer) 435 

3.2.S.2.1 Manufacturer(s) (name, manufacturer) 436 

Give the name, address, and responsibilities of the manufacturer(s). 437 

3.2.S.2.2 Description of Manufacturing Process and Process 438 
Controls (name, manufacturer) 439 

A description of the manufacturing process. Submit a description 440 
of the manufacturing process that includes all of the stages. A 441 
typical production process for a vaccine starts with a vial(s) from 442 
the respective seed and/or cell bank, including cell cultures, 443 
harvest(s), purification, modification reactions (when applicable), 444 
filling, storage, and transfer conditions. Where applicable, include 445 
the number of passes. 446 
 447 
• Flow chart of manufacturing process showing all of the 448 

manufacturing steps, including intermediate processes. 449 

• Batch(es) and Scale Definition: An explanation of the batch 450 
numbering system, including information regarding any 451 
pooling of harvests or intermediates and batch size or scale 452 
should be provided. Since pooling may occur at more than one 453 
step, it may be more appropriate to describe the batch size and 454 
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scale under the respective step(s), both within the flow 455 
diagram(s) and in the detailed description. 456 

• Cell culture and harvest: A description of the cell culture, seed 457 
culture and harvest from the original inoculum up to the last 458 
harvesting operation. 459 

• Description of inactivation or detoxification process. Methods 460 
and agents used, parameters controlled, and production stage in 461 
which it is performed, when applicable. 462 

• Description of purification process. Method, reagents, and 463 
materials used, operating parameters controlled, and 464 
specifications. Conditions for the use and reuse of membranes 465 
and chromatography columns and the respective validation 466 
studies should be provided. 467 

• Description of the conjugation process. Indicate when 468 
applicable and/or when a modification of drug substance is 469 
performed. Also include information on the origin and quality 470 
control of the starting material used to obtain the substance 471 
used as a protein carrier. 472 

• Stabilization of the drug substance. Description of the steps 473 
performed to stabilize the drug substance, for example, the 474 
addition of stabilizers or other procedures, when applicable. 475 

• Reprocessing. Description of the procedures established for 476 
reprocessing the drug substance or any intermediate product; 477 
criteria and justification. 478 

• Filling procedure for the active ingredient, in-process controls. 479 
Description of the procedure for packaging the drug substance, 480 
process controls, acceptance criteria, type of container closure 481 
system, type of seal on the container used to store the drug 482 
substance, storage and transfer conditions, when applicable. 483 

• Storage and shipping conditions. When applicable, describe the 484 
equipment used, areas and buildings (if pertinent) and the 485 
shipping and storage conditions for the drug substance. 486 

 487 
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3.2.S.2.3 Control of Materials (name, manufacturer) 488 

General description of the starting materials. For each biological 489 
starting material used to obtain or extract the drug substance, 490 
include a summary of viral safety of the material: 491 

• Strain: Information on the origin, number of passes, 492 
identification, analysis certificates, processes of attenuation, 493 
development or construction and genetic stability, depending 494 
on the type of vaccine strain. 495 

• Master/Working / Seed Banks Systems. Origin, identification, 496 
characterization, preparation method, analysis certificates, 497 
adventitious agents testing, stability, controls, and frequency 498 
of the tests, definition of the number of passes should be 499 
included. In the case of cell banks, demonstrate that the 500 
characteristics of the cells remain unaltered in the passes used 501 
in production and successively. 502 

• Embryonated eggs. Information on their origin, identification, 503 
quality certificates should be provided. 504 

• General description of the raw materials. Considering the raw 505 
materials used in the preparation process from which the drug 506 
substance is not directly derived, such as culture media, bovine 507 
fetal serum, etc. Submit information on manufacturer(s), 508 
quality certificates, controls performed. In the case of raw 509 
materials of animal origin, describe the origin and criteria for 510 
selection, shipping, and conservation, and submit a certificate 511 
on reduction of the risk of transmission of agents related to 512 
animal spongiform encephalopathy. 513 

3.2.S.2.4 Controls of Critical Steps and Intermediates (name, 514 
manufacturer) 515 

Identification of critical steps in-process and controls. Selection 516 
and justification of critical steps, starting from inoculation up to 517 
the production of the drug substance, defining the operational 518 
parameters to control during the critical stages, including quality 519 
specifications should be included. 520 
 521 
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Intermediates. Summary of the quality, control, and storage 522 
conditions of intermediates isolated during the process should be 523 
provided. Stability data supporting storage conditions of 524 
intermediates should be provided. 525 

3.2.S.2.5 Process Validation and/or Evaluation (name, 526 
manufacturer) 527 

A summary of the process validation and evaluation studies should 528 
be provided.  529 
 530 
Note: For submissions to Health Canada, both the summary of 531 
the validation studies as well as the actual validation reports 532 
should be provided.   533 
 534 
Information should be sufficient to demonstrate that the 535 
manufacturing process (including reprocessing steps) is suitable for 536 
its intended purpose and to substantiate the selection of critical 537 
process controls (operational parameters and in-process tests) and 538 
their limits for critical manufacturing steps (e.g. cell culture, 539 
harvesting, purification, and modification). The information 540 
provided should support the current manufacturing process 541 
proposed for commercial use, including data to demonstrate 542 
consistency in yield and production, and degree of purity. If an 543 
adjuvant is added to the drug substance, validation data should be 544 
submitted to demonstrate consistency of manufacturing of the drug 545 
substance (e.g. dispersion, pre-determined particle size). 546 
Furthermore, for an alum-containing vaccine, study data to 547 
demonstrate consistency of adsorption of the drug substance to the 548 
adjuvant should be submitted. 549 
 550 
The plan for conducting the study should be described and the 551 
results, analysis and conclusions from the executed study(ies) 552 
should be provided. The analytical procedures and corresponding 553 
validation should be cross-referenced or provided as part of 554 
justifying the selection of critical process controls and acceptance 555 
criteria. 556 

3.2.S.2.6 Manufacturing Process Development (name, 557 
manufacturer) 558 
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The developmental history of the manufacturing process should be 559 
provided. The description of change(s) made to the manufacture of 560 
drug substance batches used in support of the marketing 561 
application (e.g. nonclinical or clinical studies) should include, for 562 
example, changes to the process or to critical equipment. The 563 
reason for the change should be explained. Relevant information 564 
on drug substance batches manufactured during development, such 565 
as the batch number (and subsequent drug product batch numbers), 566 
manufacturing date, scale, and use (e.g. stability, nonclinical, 567 
reference material) in relation to the change, should be provided. 568 
 569 
The significance of the change should be assessed by evaluating its 570 
potential to impact the quality (e.g. biological activity, impurity 571 
profile) of the drug substance (and/or intermediate, if appropriate). 572 
For manufacturing changes that are considered significant, data 573 
from comparative analytical testing on relevant drug substance 574 
batches should be provided to determine the impact on the quality 575 
of the drug substance (see Q6B for additional guidance). A 576 
discussion of the data, a justification for selection of the tests and 577 
assessment of the results should be included. 578 
 579 
Testing used to assess the impact of manufacturing changes on the 580 
drug substance(s) and the corresponding drug product(s) can also 581 
include nonclinical and clinical studies. A cross-reference to the 582 
location of these studies in other sections of Module 3 (e.g. 583 
Stability, Control of Drug Substance or Drug Product) and/or in 584 
other modules of the submission should be included. 585 
 586 
A brief summary of major manufacturing changes made 587 
throughout development and conclusions from the assessment used 588 
to evaluate product consistency should also be provided. 589 

3.2.S.3 Characterisation  (name, manufacturer) 590 

Present data to determine the structure and physicochemical, 591 
immunological, and biological characteristics of the drug substance. 592 

3.2.S.3.1 Elucidation of Structure and other Characteristics (name, 593 
manufacturer) 594 

For desired product and product-related substances, details should 595 
be provided, if applicable, on primary sequence, secondary and 596 
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higher-order structure, post-translational forms (e.g. glycoforms), 597 
biological activity, purity, and immunochemical/immunogenicity 598 
properties, when relevant. In addition, depending on the type of 599 
vaccine, this may include active or passive immunization studies 600 
and challenge studies as appropriate. 601 
 602 
A summarized description of the desired product and product-603 
related substances and a summary of general properties, 604 
characteristic features and characterisation data, such as primary 605 
and higher order structure and biological activity, should also be 606 
provided. 607 

   3.2.S.3.2 Impurities (name, manufacturer) 608 

Information on impurities should be provided. All potential 609 
impurities, including process related impurities and degradation 610 
products for purified vaccines such as polysaccharide/protein or 611 
synthetic peptide vaccines, arising from manufacturing, storage or 612 
found in stability study batches, should be described regardless of 613 
whether they have been detected in any batches. 614 
 615 
The actual impurity levels detected (including quantities found in 616 
clinical, toxicological, bioavailability, and proposed commercial 617 
batches) should be reported, for example, using a summary table. 618 
 619 
The information should also include a discussion of results which 620 
are close to or outside limits. A rationale should be provided for 621 
the choice of tests used, the proposed limits and their qualification. 622 
A rationale for excluding any impurity test(s) from routine release 623 
testing due to trace levels should also be provided, where 624 
applicable. 625 

3.2.S.4 Control of Drug Substance (name, manufacturer) 626 

3.2.S.4.1 Specification (name, manufacturer) 627 

The specification for the drug substance should be provided. For 628 
example, the specification could be presented using a table with the 629 
specification reference number, specification approval date, test 630 
parameter(s), method type, method code, source, and acceptance 631 
limit(s) at release, shelf-life or for both. 632 
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3.2.S.4.2 Analytical Procedures (name, manufacturer) 633 

The analytical procedures used for testing the drug substance 634 
should be provided. 635 

3.2.S.4.3 Validation of Analytical Procedures (name, 636 
manufacturer) 637 

Analytical validation information, including experimental data for 638 
the analytical procedures used for testing the drug substance, 639 
should be provided. 640 

3.2.S.4.4 Batch Analysis (name, manufacturer) 641 

Description of batches and results of batch analyses should be 642 
provided. This description should include the batch number, 643 
production scale, date of manufacture, production site, 644 
manufacturing process and use. 645 

3.2.S.4.5 Justification of Specification (name, manufacturer) 646 

Justification for the drug substance specification should be 647 
provided. 648 

3.2.S.5 Reference Standards or Materials (name, manufacturer) 649 

Detailed description of the reference standards or materials used and 650 
analysis certificates. 651 

3.2.S.6 Container Closure System (name, manufacturer) 652 

Full description of the packaging and container closure system in which 653 
the drug substance will be stored until used for preparing the finished 654 
product. The information should include identification of all the materials 655 
that constitute the packaging container closure system and their 656 
specifications. This description should include the information appearing 657 
on the labels. 658 
 659 
The suitability of the container closure system should be discussed with 660 
respect to, for example, choice of materials, protection from moisture and 661 
light, compatibility of the materials of construction with the drug 662 
substance, including sorption to container and leaching, and/or safety of 663 
materials of construction. 664 
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3.2.S.7 Stability (name, manufacturer) 665 

3.2.S.7.1 Stability Summary and Conclusions (name, 666 
manufacturer) 667 

Should include the study conditions, including all of the storage 668 
conditions (temperature, humidity, light) in which the vaccine is 669 
evaluated, analytical method, specifications, summary of results, 670 
and conclusions. 671 

3.2.S.7.2 Post-approval Stability Protocol and Stability 672 
Commitment (name, manufacturer) 673 

It refers to the continuation of the stability study, including the 674 
number of lots to be included in the study each year and the 675 
tests to be performed. 676 

3.2.S.7.3 Stability Data (name, manufacturer) 677 

Should include complete data from each batch evaluated during 678 
stability studies. 679 

3.2.P Drug Product (Name, Dosage Form)  680 

3.2.P.1 Description and Composition of the Drug Product (name, dosage 681 
form) 682 

This should include a description of the drug product, its composition, 683 
listing each of the components, drug substance(s), adjuvant, preservatives, 684 
stabilizers, and excipients, stating the function of each of them. For 685 
lyophilized products, also include a description of the diluents and the 686 
container closure system employed for the diluents. 687 

3.2.P.2 Pharmaceutical Development (name, dosage form) 688 

Information on the studies performed to establish the dosage form, 689 
formulation, manufacturing process, and the container closure system used 690 
for the final product. The studies described in this point are different from 691 
the routine quality control tests performed in accordance with the product 692 
specifications. The following aspects should be included: 693 

 694 

 695 
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3.2.P.2.1 Components of the Drug Product (name, dosage form) 696 

Compatibility of the drug substance with the rest of the 697 
components in the drug product should be discussed, including 698 
adjuvant, preservative, stabilizers, as applicable. 699 

3.2.P.2.2 Drug Product (name, dosage form) 700 

Development of the formulation considering the proposed route of 701 
administration. Physicochemical and biological properties of the 702 
product, indicating the relevant parameters for developing the drug 703 
product should be included. Any changes between the proposed 704 
commercial formulation and those formulations used in pivotal 705 
clinical batches and primary stability batches should be clearly 706 
described and the rationale for the changes provided. 707 

3.2.P.2.3 Manufacturing Process Development (name, dosage 708 
form) 709 

Description of the selection and optimization of the manufacturing 710 
process, particularly for critical aspects. Significant differences 711 
between the manufacturing process used to produce batches for 712 
pivotal clinical trials or primary stability studies and the proposed 713 
commercial manufacturing process should be discussed. 714 

3.2.P.2.4 Container Closure System (name, dosage form) 715 

Full description of the packaging and container closure system. 716 
The information should include identification of all the materials 717 
that constitute the container closure system and their 718 
specifications. This description should include the information 719 
appearing on the labels. 720 
 721 
The suitability of the container closure system should be discussed 722 
with respect to, for example, choice of materials, protection from 723 
moisture and light, compatibility of the materials of construction 724 
with the drug product, including sorption to container and leaching, 725 
and/or safety of materials of construction. 726 

3.2.P.2.5 Microbiological Attributes (name, dosage form) 727 

Where appropriate, the microbiological attributes of the dosage 728 
form should be discussed, including, for example, the selection and 729 
effectiveness of preservative systems in products containing 730 
antimicrobial preservatives. For sterile products, the integrity of 731 
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the container closure system to prevent microbial contamination 732 
should be addressed. 733 

3.2.P.2.6 Compatibility (name, dosage form)  734 

The compatibility of the drug product with reconstitution diluents 735 
(e.g. precipitation, stability) should be addressed to provide 736 
appropriate and supportive information for the labelling. This 737 
information should cover the recommended in-use shelf life at the 738 
recommended storage temperature and at the likely extremes of 739 
concentration.  740 

3.2.P.3 Manufacture (name, dosage form) 741 

3.2.P.3.1 Manufacturer(s) (name, dosage form) 742 

Name, address, and responsibilities of each manufacturer involved, 743 
including contract manufacturers for production and quality 744 
control. 745 
 746 
3.2.P.3.2 Batch Formula (name, dosage form) 747 

Provide the formula of the production lot, including a list of all 748 
components. 749 

3.2.P.3.3 Description of Manufacturing Process and Process 750 
Controls (name, dosage form) 751 

• Flow chart of manufacturing process. Showing all of the 752 
steps in the process and indicating the points at which 753 
the material enters the process, identifying the critical 754 
steps and control points in the process, intermediate 755 
products, and final product.  756 

• Batch and Scale Definition. An explanation of the batch 757 
numbering system and scale at each stage of manufacture 758 
(e.g. filing, lyophilisation, and packaging). 759 

• Formulation process. Description of the formulation 760 
process, the in-process controls, acceptance criteria and the 761 
critical steps identified. Information regarding any pooling 762 
of bulks or intermediates should be provided. 763 
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• Filling process. Description of the filling process, the 764 
process controls, acceptance criteria, and the critical steps 765 
identified. 766 

• Reprocessing. Description of the procedures established 767 
for reprocessing the drug product or any intermediate 768 
product; criteria and justification. 769 

• Storage and shipping conditions. When applicable, describe 770 
the equipment used, areas and buildings (if pertinent), and 771 
the shipping and storage conditions for the drug product. 772 

• Description of procedures to guarantee cold chain. Describe 773 
in detail the measures used to guarantee adequate 774 
temperature and humidity conditions for shipping the 775 
finished product from the place of production to the place 776 
of final sale, including all of the storage and distribution 777 
stages and indicating the controls performed in each of the 778 
stages. This description should be signed by the 779 
professional responsible for it. 780 

3.2.P.3.4 Control of Critical Steps and Intermediates (name, 781 
dosage form) 782 
 783 
Identification of critical steps in the process and controls. The 784 
selection and justification of critical steps in the drug product 785 
manufacturing process should be included. Tests and acceptance 786 
criteria developed to identify the critical steps in the manufacturing 787 
process and how they were controlled should be described.  788 
 789 
Intermediates. Information on the quality and control of 790 
intermediates isolated during the process should be provided. 791 
 792 
3.2.P.3.5 Process Validation and/or Evaluation (name, dosage 793 
form) 794 
 795 
A summary of the process validation and evaluation studies should 796 
be provided.  797 
 798 
In Canada, the actual validation reports may be requested during 799 
the review process.  If requested, the reports should be filed 800 
within this section. 801 
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 802 
The information provided should support the current 803 
manufacturing process proposed for commercial use, including in-804 
process test results and data from relevant manufacturing batches 805 
to demonstrate consistency in yield and production, and degree of 806 
purity. A summary of the validation study for the extent of reuse 807 
and integrity of membranes should be provided, including data to 808 
demonstrate consistency in the quality and safety of the drug 809 
product. 810 
 811 
The suitability of any proposed reprocessing procedures and the 812 
criteria for the reprocessing of any intermediate or the drug product 813 
should be discussed. 814 
 815 
If adjuvants are added to the drug product, information and data 816 
from the adsorption and desorption study should be submitted, if 817 
applicable. 818 
 819 
It is also necessary to provide information on the viral safety of the 820 
product, when applicable. 821 

3.2.P.4 Control of Excipients (name, dosage form) 822 

3.2.P.4.1 Specifications (name, dosage form) 823 

Provide information on the specifications for all of the substances 824 
employed in the formulation of the drug product that are different 825 
from the drug substance. 826 

3.2.P.4.2 Analytical Procedures (name, dosage form) 827 

Description or literature of reference of the methods used to 828 
control these substances. 829 

3.2.P.4.3 Validation of Analytical Procedures (name, dosage 830 
f orm) 831 

Include the procedures used to control substances employed in 832 
formulating the final product. 833 

3.2.P.4.4 Justification of Specifications (name, dosage form) 834 
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Include information about all substances used in formulating the 835 
final product. 836 

3.2.P.4.5 Excipients of Human or Animal Origin (name, 837 
dosage form) 838 

Provide information on the source, origin, description of the 839 
quality tests performed, specifications, determination of 840 
adventitious agents, and viral safety data. 841 

3.2.P.4.6 Novel Excipients (name, dosage form) 842 

For any novel excipient, including adjuvants, preservatives and 843 
stabilizers, used for the first time in a vaccine for human use or for 844 
a new route of administration, all information on the manufacture, 845 
characterisation, and control should be submitted under 3.2.A.3 846 
according to the drug substance and/or drug product CTD format, 847 
with a cross-reference to 3.2.A.3 under this section. Cross-848 
references to nonclinical studies (Module 4) and clinical studies 849 
(Module 5) supporting the safety of a novel excipient should also 850 
be provided under this section. 851 

3.2.P.5 Control of Drug Product (name, dosage form) 852 

3.2.P.5.1 Specification(s) (name, dosage form) 853 

Indicate the specifications for the drug product. 854 

3.2.P.5.2 Analytical Procedures (name, dosage form) 855 

Information on the analytical procedures used for quality control 856 
of the drug product. Non-pharmacopeia methods, summaries or 857 
references are not accepted. Additional information could be 858 
requested. 859 

3.2.P.5.3 Validation of Analytical Procedures (name, dosage 860 
f orm) 861 

Include information on the validation of the analytical procedures 862 
for the drug product, including experimental data. 863 

 864 

 865 
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3.2.P.5.4 Batch Analyses (name, dosage form) 866 

The production and control protocols for at least three lots of 867 
drug product should be submitted, including an analysis of the 868 
results for those lots in terms of production consistency. 869 

3.2.P.5.5 Characterisation of Impurities (name, dosage form) 870 

As applicable, depending on the method used to manufacture the 871 
vaccine submitted for licensing. 872 

3.2.P.5.6 Justification of Specification(s) (name, dosage form) 873 

Provide justification of the specifications proposed for the drug 874 
product. 875 

3.2.P.6 Reference Standards or Materials (name, dosage form) 876 
 877 
Provide information on the reference standards and/or materials used in 878 
the tests to control the drug product. 879 

3.2.P.7 Container Closure System (name, dosage form) 880 

Describe in detail the type and form of container closure systems of the 881 
drug product, including the materials of which they are made and quality 882 
specifications. 883 

3.2.P.8 Stability (name, dosage form) 884 

3.2.P.8.1 Stability Summary and Conclusion (name, dosage 885 
f orm) 886 

Submit the stability study that complies with each country’s 887 
legislation, including the study protocol, specifications, analytical 888 
methods, detailed description of the container closure system for 889 
the product evaluated, storage conditions (temperature and relative 890 
humidity), summary of results for at least three lots of drug product 891 
prepared from different lots of drug substance, conclusions, and 892 
proposed validity period. The stability studies should be signed by 893 
the professional in charge of the study.  894 
 895 
It is important to provide additional studies on the stability of 896 
the vaccine in intermediate stages in the manufacturing process 897 
that require different temperatures from the storage temperature, 898 
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studies of challenge temperatures, photosensitivity or other 899 
specifications, depending on the type of vaccine, evaluated for at 900 
least three lots.  901 

3.2.P.8.2 Post-approval Stability Protocol and Stability 902 
Commitment (name, dosage form) 903 

Include the stability program or stability commitment to be carried 904 
out once the vaccine is on the market, including the number of lots 905 
to be included in the study each year and the tests to be performed. 906 
These results should be submitted periodically to update the 907 
information on the stability of the vaccine evaluated. 908 

3.2.P.8.3 Stability Data (name, dosage form) 909 

Include the complete results of each lot evaluated during 910 
stability studies. 911 
 912 
If applicable, forced degradation studies should be filed within 913 
this section.  914 

3.2.A Appendices  915 

Some of the appendices may be considered optional by some authorities. 916 
 917 

3.2.A.1 Facilities and Equipment (name, manufacturer) 918 

This section should be included in vaccine submissions to Health 919 
Canada.  920 
 921 
A diagram illustrating the production flow, including materials, 922 
personnel, waste, and intermediate products in relation to the 923 
manufacturing areas; information on adjacent areas related to protection 924 
and maintenance of the integrity of the vaccine should be provided. Also, 925 
submit information on all of the products prepared and/or handled in the 926 
same areas as the product submitted for licensing. Describe the procedures 927 
to avoid cross-contamination of areas and equipment. 928 

3.2.A.2 Adventitious Agents Safety Evaluation (name, dosage form, 929 
manufacturer) 930 

This section should be included in vaccine submissions to Health 931 
Canada.  932 
 933 
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Additional, detailed information on evaluation of the safety of the product 934 
in relation to adventitious agents of both viral and non-viral origin should 935 
be submitted. 936 

3.2.A.3 Excipients  937 

This appendix is required where applicable. 938 
 939 
Novel Excipients - For any novel excipient, including adjuvants, 940 
preservatives and stabilizers, used for the first time in a vaccine for human 941 
use or for a new route of administration, information to support the 942 
quality, safety, and suitability for use should be provided in this appendix. 943 
This section should be submitted according to the drug substance and/or 944 
drug product CTD format described in this document along with cross-945 
references to nonclinical studies (Module 4) and clinical studies (Module 946 
5) supporting the safety of a novel excipient. 947 
 948 
Other Excipients - Any extensive drug substance and/or drug product 949 
information which is necessary to support the quality, safety, suitability 950 
for use, and ‘approvability’ of any (non-novel) non-compendial excipient, 951 
and/or any excipient of human or animal origin, should also be provided in 952 
this section. 953 

3.2.R Regional Information  954 

Any additional drug substance and/or drug product information specific to each 955 
region should be provided in this section of the application. Applicants should 956 
consult the appropriate regional guidances and/or regulatory authorities for 957 
additional guidance. 958 

3.2.R.1 Production Documentation 959 

3.2.R.1.1 Executed Batch Records (name, dosage form, 960 
manufacturer) 961 

Executed batch records for 3-5 consecutively manufactured or 962 
consistency drug product lots from each production site or facility 963 
should be provided. In Canada, these should be made available 964 
upon request.  965 

  3.2.R.2 Medical Devices (name, dosage form) 966 
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For a vaccine supplied with a medical device, a description of the 967 
device(s), including its application, manufacturer, and confirmation that 968 
it has been notified or approved for use by Health Canada should be 969 
provided.  970 

  3.2.R.3 Lot Release Documentation (name, dosage form) 971 

The proposed test protocol format for the release package, including 972 
Certificate of Analysis for the drug substance or drug product, and safety 973 
certification for any biological excipient used, if applicable (e.g. a Plasma 974 
Certificate), should be provided. The documentation should include the 975 
name and title of the delegate with signing authority for lot release. 976 
 977 
3.2.R.4 Yearly Biologic Product Report 978 
 979 
In Canada, the Yearly Biologic Product Report (YBPR) should be filed 980 
in this section. Sponsors should refer to the Health Canada Guidance 981 
for Sponsors: Lot Release Program for Schedule D (Biologic) Drugs for 982 
more information. 983 
 984 

3.3 Literature References  985 

Module 4. Nonclinical Study Reports  986 

Nonclinical studies should comply with the WHO’s Guidelines on Nonclinical 987 
Evaluation of Vaccines, WHO Technical Report Series No. 927, 2005, or the most recent 988 
version. In addition, vaccines containing adjuvants should comply with the WHO 989 
Guidelines on the Nonclinical Evaluation of Vaccine Adjuvants and Adjuvanted Vaccines. 990 
Additional information for the preparation of this section can be found in ICH M4S (R2). 991 
 992 
4.1 Table of Contents of Module 4 993 

4.2 Study Reports  994 

4.2.1 Pharmacology  995 

 4.2.1.1 Primary Pharmacodynamics  996 

A pharmacodynamic study for a vaccine product is generally conducted to 997 
evaluate the immunogenicity of the vaccine or, when animal models are 998 
available, the capacity of a vaccine to confer protection. In addition, a 999 
pharmacodynamic study may also extend to include the pharmacology of 1000 
an adjuvanted vaccine to provide evidence for the need for the adjuvant.1  1001 
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4.2.1.2 Secondary Pharmacodynamics  1002 

Generally not performed for vaccines.  1003 

 4.2.1.3 Safety Pharmacology  1004 

The purpose of a safety pharmacology study is to investigate the effects of 1005 
the candidate vaccine on vital functions. Although not usually required for 1006 
vaccines, safety pharmacology studies may be recommended by the NRA 1007 
in some cases. For example, if data from nonclinical and/or human clinical 1008 
studies suggest that the adjuvanted vaccine may affect physiological 1009 
functions (e.g. central nervous, respiratory, and cardiovascular systems, 1010 
renal functions and body temperature) other than the immune system, 1011 
safety pharmacology studies should be incorporated into the safety 1012 
assessment program.1 1013 

 4.2.1.4 Pharmacodynamic Drug Interactions  1014 

Generally not performed for vaccines.  1015 

4.2.2 Pharmacokinetics  1016 

Generally not performed for vaccines; however, biodistribution studies may be 1017 
applicable to the evaluation of vaccine formulations containing new adjuvants or 1018 
live recombinant viral/bacterial vectors. The feasibility of such studies should be 1019 
evaluated on a case-by-case basis.  1020 
 1021 
Where pharmacokinetic studies have been performed, the study reports should be 1022 
provided in the relevant sections below: 1023 

4.2.2.1 Analytical Methods and Validation Reports (if separate reports are 1024 
available)  1025 

  4.2.2.2 Absorption  1026 

  4.2.2.3 Distribution  1027 

  4.2.2.4 Metabolism  1028 

  4.2.2.5 Excretion  1029 

  4.2.2.6 Pharmacokinetic Drug Interactions (nonclinical)  1030 

  4.2.2.7 Other Pharmacokinetic Studies  1031 
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4.2.3 Toxicology  1032 

  4.2.3.1 Single-Dose Toxicity  1033 

Single dose toxicity studies on the final formulated vaccine product, which 1034 
are applicable to small molecule chemical drugs, are usually not needed 1035 
for vaccines. Acute effects of administering the vaccine can also be 1036 
monitored in repeated dose toxicity studies if they are adequately designed 1037 
(e.g. evaluation is conducted after the first administration). Alternatively, 1038 
acute effects can be assessed in a single dose design as part of a local 1039 
tolerance study.1 1040 

4.2.3.2 Repeat-Dose Toxicity   1041 

Information should be included to justify the study design (e.g. number of 1042 
animals per group), animal model used (e.g. animal species, age, dose, 1043 
route of administration) and the parameters monitored.  1044 

  4.2.3.3 Genotoxicity  1045 

Generally not performed for vaccines. However, it may be required if 1046 
there is a component of the vaccine formulation such as a new adjuvant 1047 
with a new chemical entity.  1048 
 1049 
Where genotoxicity studies have been performed, the reports should be 1050 
provided in the relevant sections below: 1051 

   4.2.3.3.1 In vitro 1052 

   4.2.3.3.2 In vivo (supportive toxicokinetics evaluations)  1053 

  4.2.3.4 Carcinogenicity (including toxicokinetics)  1054 

Generally not performed for vaccines. However, it may be required if 1055 
there is a component of the vaccine formulation such as a new adjuvant 1056 
with a new chemical entity.  1057 
 1058 
Where carcinogenicity studies have been performed, the reports should be 1059 
provided in the relevant sections below: 1060 

4.2.3.4.1 Long-term studies (not included in repeat-dose toxicity or 1061 
pharmacokinetics)  1062 

4.2.3.4.2 Short- or medium-term studies (not included under  1063 
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 repeat-dose toxicity or pharmacokinetics) 1064 

4.2.3.4.3 Other studies  1065 

4.2.3.5 Reproductive and Developmental Toxicity  1066 
 1067 
Developmental toxicity studies are usually not necessary for vaccines 1068 
indicated for immunization during childhood. However, if the target 1069 
population for the vaccine includes pregnant women and women of child-1070 
bearing potential, developmental toxicity studies should be considered 1071 
unless a scientific and clinically sound argument is put forward by the 1072 
manufacturer to show that conducting such studies is unnecessary.2 1073 
 1074 
Where reproductive and developmental toxicity studies have been 1075 
performed, the reports should be provided in the relevant sections below: 1076 

4.2.3.5.1 Fertility and early embryonic development  1077 

4.2.3.5.2 Embryo-fetal development  1078 

4.2.3.5.3 Prenatal and postnatal development, including maternal 1079 
function  1080 

4.2.3.5.4 Studies in which the offspring (juvenile animals) are 1081 
dosed and/or further evaluated 1082 

  4.2.3.6 Local Tolerance  1083 

The evaluation of local tolerance should be conducted either as a part of 1084 
the repeated dose toxicity study or as a stand-alone study.2 1085 

  4.2.3.7 Other Toxicity Studies (if available)  1086 

Where other toxicity studies have been performed the reports should be 1087 
provided in the relevant sections below: 1088 

   4.2.3.7.1 Antigenicity 1089 

   4.2.3.7.2 Immunotoxicity  1090 

   4.2.3.7.3 Mechanistic studies (if not included elsewhere)  1091 

4.2.3.7.4 Dependence  1092 

   4.2.3.7.5 Metabolites  1093 

Draft Date: 2015/04/16  33
   



Health Canada                       Harmonized Requirements for the Licensing of Vaccines  
Draft Guidance Document – For Comment Purposes Only           and Guidelines for the Preparation of an Application 

   4.2.3.7.6 Impurities  1094 

   4.2.3.7.7 Other studies 1095 

4.3 Literature References 1096 

Module 5. Clinical Study Reports  1097 

Sponsors may refer to the WHO Guidelines on Clinical Evaluation of Vaccines: 1098 
Regulatory Expectations (WHO Technical Report Series, 924, 2004 or the most recent 1099 
version). The WHO recommendations applicable to the specific vaccine should also be 1100 
considered as well as other national and international regulatory guidelines. Additional 1101 
information for the preparation of this section can be found in ICH M4E (R1). 1102 
 1103 
Clinical trials in humans are generally classified into three Phases: Phase I, Phase II and 1104 
Phase III and, in certain countries, formal regulatory approval is required to undertake 1105 
any of these studies. This approval takes different forms in different countries (e.g. 1106 
Investigational New Drug Application (IND) in the United States and Clinical Trial 1107 
Certificate or Clinical Trial Exemption (CTX) in the United Kingdom). This is in 1108 
addition to ethical clearance which is required for clinical trials in all countries. All 1109 
studies of human subjects require proper ethical review, in accordance with the 1110 
Declaration of Helsinki. 1111 
 1112 
A Clinical Trial Application (CTA) is required for studies conducted in Canada.  1113 
Sponsors should refer to Part C, Division 5 of the Food and Drug Regulations and 1114 
Health Canada’s Guidance for Clinical Trial Sponsors: Clinical Trial Applications for 1115 
more information.  Before submitting a CTA, sponsors are encouraged to request a 1116 
pre-CTA meeting to seek input from Health Canada on scientific, quality, clinical, and 1117 
other regulatory issues at an appropriate stage of product development.  1118 
 1119 
The Phase I clinical studies carry out initial testing of a vaccine in small numbers (e.g. 1120 
20) of healthy adults to test the properties of a vaccine, its tolerability, and, if appropriate, 1121 
clinical laboratory and pharmacological parameters. Phase I studies are primarily 1122 
concerned with safety.  1123 
 1124 
Phase II studies involve larger numbers of subjects and are intended to provide 1125 
preliminary information about a vaccine’s ability to produce its desired effect (usually 1126 
immunogenicity) in the target population and its general safety.  1127 
 1128 
To fully assess the protective efficacy and safety of a vaccine, extensive Phase III trials 1129 
are required. The Phase III clinical trial is the pivotal study on which the decision on 1130 
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whether to grant the licence is based and sufficient data has to be obtained to demonstrate 1131 
that a new product is safe and effective for the purpose intended. 1132 
 1133 
By the beginning of the Phase III stage of development, a vaccine should have been fully 1134 
characterized and the final manufacturing process, specifications and batch release testing 1135 
procedures should have been established. An application for market authorization may be 1136 
submitted to an NRA on the basis of the data from Phase III testing and, if approved, the 1137 
vaccine then becomes commercially available in that particular country.  1138 
 1139 
If a product contains or consists of genetically modified organisms, an environmental risk 1140 
assessment should also be undertaken and approved by the appropriate agency.  1141 
The structure of the clinical development programme must be tailored to the type of 1142 
vaccine and the antigenic content. For example, the clinical evaluation of a vaccine that 1143 
contains only novel antigen(s) may of necessity be very different from that of a vaccine 1144 
that contains one or more previously evaluated antigens. Such factors also influence 1145 
whether clinical protection trials will be required, whether or not they are feasible, or 1146 
whether an approval may reasonably be based on immunogenicity data. In all instances, it 1147 
is the obligation of the applicant to justify the content and structure of the clinical 1148 
development programme. Pre-submission meetings with regulatory authorities may assist 1149 
in ensuring that the content of the final data package is likely to be acceptable. 1150 
 1151 
5.1 Table of Contents of Module 5 1152 

5.2 Tabular Listing of All Clinical Studies 1153 

A tabular listing of all clinical studies and related information should be provided (e.g. 1154 
type of study, study identifier, location of study report in the application, study 1155 
objectives, study design and type of control, dosage regimen, route of administration, 1156 
number and type of subjects, study status). The sequence in which the studies are listed 1157 
should follow the sequence described in section 5.3 below. 1158 
 1159 
5.3 Clinical Study Reports 1160 

Clinical study reports should be provided in the relevant sections below. Additional 1161 
information on the structure and content of the Clinical Study Report can be found in ICH 1162 
M4E (R1). 1163 

5.3.1 Reports of Biopharmaceutic Studies 1164 

Biopharmaceutic studies are not generally performed for vaccines; however, 1165 
section 5.3.1.4 is required when immunogenicity studies are conducted.   1166 
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 5.3.1.1 Bioavailability Study Reports 1167 

5.3.1.2 Comparative Bioavailability and Bioequivalence Study Reports 1168 

  5.3.1.3 In vitro - In vivo Correlation Study Reports 1169 

5.3.1.4 Reports of Bioanalytical and Analytical Methods for Human 1170 
Studies 1171 

This section is required for vaccines and should include validation reports 1172 
of all assays used to assess vaccine immunogenicity in clinical trials.  1173 

5.3.2 Reports of Studies Pertinent to Pharmacokinetics using Human Biomaterials 1174 

Not generally performed for vaccines.  1175 

  5.3.2.1 Plasma Protein Binding Study Reports 1176 

  5.3.2.2 Reports of Hepatic Metabolism and Drug Interaction Studies 1177 

  5.3.2.3 Reports of Studies Using Other Human Biomaterials 1178 

 5.3.3 Reports of Human Pharmacokinetic (PK) Studies 1179 

Not generally performed for vaccines. 1180 

  5.3.3.1 Healthy Subject PK and Initial Tolerability Study Reports 1181 

  5.3.3.2 Patient PK and Initial Tolerability Study Reports 1182 

  5.3.3.3 Intrinsic Factor PK Study Reports 1183 

5.3.3.4 Extrinsic Factor PK Study Reports 1184 

  5.3.3.5 Population PK Study Reports 1185 

 5.3.4 Reports of Human Pharmacodynamic Studies 1186 

For vaccines, this section should provide the reports of the immunogenicity 1187 
studies conducted to support the selection of dose, dosage schedule, and 1188 
formulation of the final product. Reports of studies whose primary objective is to 1189 
establish efficacy or to accumulate safety data, however, should be placed in 1190 
Section 5.3.5. 1191 

  5.3.4.1 Healthy Subject PD and PK/PD Study Reports 1192 

  5.3.4.2 Patient PD and PK/PD Study Reports 1193 
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 5.3.5 Reports of Efficacy and Safety Studies 1194 

Reports of all clinical studies conducted to assess the efficacy and safety of the 1195 
vaccine conducted by the sponsor (or otherwise available), including all 1196 
completed and all ongoing studies of the vaccine in proposed and non-proposed 1197 
indications, should be provided in the relevant sections below.  1198 
 1199 
For live attenuated vaccines (viral or bacterial, including vaccine vectors) there 1200 
are potential causes of clinically significant infections in the recipient or in 1201 
contacts. Clinical study reports providing information on shedding, reversion 1202 
characteristics, and transmission to contacts should be provided in this section.  1203 

5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the 1204 
Claimed Indication 1205 

Controlled clinical study reports should be sequenced by type of control in 1206 
the following order: 1207 
 1208 
• Placebo control (could include other control groups, such as an active 1209 

comparator or other doses)  1210 
• No-treatment control (not generally performed for vaccines)  1211 
• Dose-response (without placebo)  1212 
• Active control (without placebo)  1213 
• External (Historical) control, regardless of the control treatment 1214 

5.3.5.2 Study Reports of Uncontrolled Clinical Studies  1215 

Study reports of uncontrolled clinical studies, e.g. reports of open label 1216 
safety studies. 1217 

5.3.5.3 Reports of Analyses of Data from More than One Study 1218 

Reports of formal integrated analyses, meta-analyses and bridging 1219 
analyses. 1220 

5.3.5.4 Other Study Reports 1221 

 This section can include the following:  1222 
 1223 

• Reports of interim analyses of studies pertinent to the claimed 1224 
indications  1225 

• Reports of controlled safety studies not reported elsewhere  1226 
• Reports of controlled or uncontrolled studies not related to  1227 

the claimed indication 1228 
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• Reports of ongoing studies  1229 
• Development Safety Update Reports  1230 

5.3.6 Reports of Post-Marketing Experience 1231 

Relevant post-marketing studies or information (including all significant safety 1232 
observations) should be included here.  1233 
 1234 
In Canada, Periodic Benefit Risk Evaluation Reports (PBRERs) should be 1235 
included in Section 5.3.6. 1236 

5.3.7 Case Report Forms and Individual Patient Listings (when submitted) 1237 

Case report forms and individual patient data listings that are described as 1238 
appendices 16.3 and 16.4 in the ICH clinical study report guideline should be 1239 
placed in this section, when submitted, in the same order as the clinical study 1240 
reports and indexed by study. 1241 
 1242 

In Canada, case report forms should be available but only submitted upon 1243 
request. 1244 

5.4 Literature References 1245 

Copies of referenced documents, including important published articles, official meeting 1246 
minutes, or other regulatory guidance or advice should be provided here. This includes 1247 
copies of all references cited in the Clinical Overview and copies of important references 1248 
cited in the Clinical Summary or in the individual technical reports that were provided in 1249 
Module 5, section 5.3. Only one copy of each reference should be provided. Copies of 1250 
references that are not included here should be immediately available on request. 1251 
 1252 
3. Contact Information 1253 

 1254 
Canadian submission inquiries should be directed to - (http://www.hc-1255 
sc.gc.ca/contact/dhp-mps/hpfb-dgpsa/bgtd-pbtg-ora-bar-eng.php): 1256 
Office of Regulatory Affairs 1257 
Biologics and Genetic Therapies Directorate 1258 
Health Canada 1259 
Phone: 613-957-1722 1260 
Fax: 613-946-9520 1261 
Email: bgtd.ora@hc-sc.gc.ca 1262 
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Reference Documents 1263 

1. Guidelines on the Nonclinical Evaluation of Vaccine Adjuvants and Adjuvanted 1264 
Vaccines. Geneva, World Health Organization, 2013, (WHO Technical Report 1265 
Series, No. 987), Annex 2. 1266 

2. WHO guidelines on nonclinical evaluation of vaccines. In: WHO Expert 1267 
Committee on Biological Standardization. Fifty-fourth report.  Geneva, World 1268 
Health Organization, 2005 (WHO Technical Report Series No. 927), Annex 1. 1269 
 1270 

3. Guidelines on clinical evaluation of vaccines: regulatory expectations. In: WHO 1271 
Expert Committee on Biological Standardization. Fifty-second report. Geneva, 1272 
World Health Organization, 2004 (WHO Technical Report Series, No. 924), 1273 
Annex 1.  1274 

4. The ICH M4 guidelines adopted by Health Canada can be obtained from the ICH 1275 
website (www.ich.org) :  1276 
 1277 
M4   1278 

Organization of the Common Technical Document for the Registration of 1279 
Pharmaceuticals for Human Use 1280 

 1281 
M4Q (R1)   1282 

The Common Technical Document for the Registration of 1283 
Pharmaceuticals for Human Use: Quality 1284 

• Quality Overall Summary of Module 2 1285 
• Module 3: Quality 1286 

 1287 
M4S (R2)   1288 

The Common Technical Document for the Registration of 1289 
Pharmaceuticals for Human Use: Safety 1290 

• Non-Clinical Overview and Non-Clinical Summaries of 1291 
Module 2 1292 

• Organization of Module 4 1293 
 1294 

M4E (R1)   1295 
The Common Technical Document for the Registration of 1296 
Pharmaceuticals for Human Use: Efficacy 1297 

• Clinical Overview and Clinical Summary of Module 2 1298 
• Module 5: Clinical Study Reports 1299 
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