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Canada



Overview

• What is not going to be discussed are non regulatory factors eg economic 

and the reasons why 

• Instead the focus will be on Health Canada, its timely performance, 

flexibility, harmonized international standards/technical requirements 

and regulatory convergence 

• I hope to convince you that Canada is a great place to develop your 

product



What is not going to be discussed and WHY

• Canada has the lowest development costs in G7 countries

• The real economic impact of Canadian dollar - 70% of USD

• Canada has one of the most diverse populations for recruiting subjects

• Canada has one of the best electronic data base applications for identifying sites 

and subjects

• Canada has outstanding universities, hospitals and research centers staffed with 

highly qualified investigators and researchers

• Advantages of universal healthcare system in Canada



WHY ? 

Simply because all of these factors are IRRELEVANT if your regulatory agency 

• Has requirements and guidelines that are onerous and non harmonized -

your application will not fit a world model

• A different/unique submission is required

• Reviews take too long and can not meet deadlines

• Agency is infexible, intransigent, or noncommunicative



Universal axiom of all regulatory bodies

In God we trust. All others must bring data.



Health Canada (HC) Focus

• Well recognized, respected regulatory body

• Adheres to international regulatory standards eg ICH  

• Good performance reports on ability to meet deadlines

• Examples of firm but flexible approach, non adverserial

• Brief look at clinical trial application (CTA) for drugs/biologics and Investigational 

Testing Application (ITA) for medical devices with some advice on interacting



Is this a reflection of your regulatory agency?



Or would you rather see something like this?

Eight (8) compendial monographs are recognized as official according to to the 

Food and Drugs Act.

• European Pharmacopoeia (Ph.Eur.)

• Pharmacopée française (Ph.F.)

• Pharmacopoeia Internationalis (Ph.I.)

• The British Pharmacopoeia (B.P.)

• The Canadian Formulary (C.F.)

• The National Formulary (N.F.)

• The Pharmaceutical Codex: Principles and Practices of Pharmaceuticals

• The United States Pharmacopoeia (U.S.P.)



Health Canada (HC) Harmonization

• HC defines harmonization as "the development, adoption, and implementation 

of international technical standards for the development, registration, and 

control of pharmaceuticals and medical devices," as well as "the convergence 

of regulatory practices and processes" (TPD, 2004, p. 9)

• In this area, Health Canada has focused on developing and strengthening 

regulatory cooperation and work-sharing activities with key international 

counterparts



Health Canada Strategic Alliances

• An official observer to and active participant in the ICH, which was established to 

harmonize technical requirements and ensure the safety, quality, and efficacy of human 

pharmaceuticals 

• Has Mutual Recognition Agreement (MRA) on GMP compliance with the European 

Community, Switzerland, Iceland, Liechtenstein, Norway, and Australia

• A member of the Pharmaceutical Inspection Cooperation Scheme (PIC/S) and shares 

inspection reports and participates in various inspection-related activities

• Has formal information-sharing agreements with the FDA, Australia's Therapeutic Goods 

Administration (TGA), and the European Community



Health Canada Strategic Alliances (cont’d)

• HC and the FDA participate in the Regulatory Cooperation Council (RCC), the overall 

objective of which is to better align the two countries' regulatory approaches. joint 

approvals (one completed for veterinary drug)

• HC and the Australia (TGA) have created an Enhanced Work-Sharing Initiative, which 

has conducted work in the areas of generic drugs, desk-based GMP site evaluations, 

and Over The Counter (OTC) monographs

• HC is involved in an Embedded Experts Initiative with the EMA, whereby an HC staff 

person is embedded within the EMA to work on joint projects. Proposed activities 

include harmonizing approaches to benefit-risk evaluation assessment standards and 

methodologies, and developing effective risk minimization and communication 

strategies. 



Health Canada Strategic Alliances (cont’d)

• Participates in a number of initiatives of the World Health Organization (WHO). It 

contributes to the WHO's Prequalification of Medicines Program and International Drug 

Monitoring Program, and participates in the Council for International Organizations of 

Medical Sciences

• Other international fora in which Health Canada participates include 

• Asia-Pacific Economic Cooperation

• International Laboratory Forum on Counterfeit Medicines 

• International Generic Drug Regulators' Group

• Official Medicines Control Laboratories Network 

• Pan American Health Organization

• Pan American Network for Drug Regulatory Harmonization Cooperation, and many 

others



Harmonized Approach for New Drug Submissions (NDS)-
CommonTechnical Document (CTD) 



Health Canada Performance Standards (target 90%)



Therapeutic Products Directorate (TPD) - CTA Performance 



TPD - CTA-A Review Performance



TPD – New Drug Submission (NDS) Review Performance



Biologics and Genetic Therapies Directorate (BGTD) -
CTA Review Performance 



BGTD - CTA-A Review Performance 



BGTD - NDS Review Performance 



Medical Device Division (MDD) Performance Standards



MDB – ITA Review Performance (%) Within Target  of 30 days



MDB – Class II-IV License Review Performance



Health Canada Flexible Approach

• Like all other regulatory agencies, firm, and science rules but unlike other 

agencies – non adverserial and flexible

• Some examples of this regulatory flexibility

• Oral testosterone 

• Digestive enzymes 

• Prochymal (hMSC) 



Oral testosterone 

• Brief history

• Testosterone undecanoate – not hepatotoxic, lymphatic absorption bypasses liver

• Clinical – modest data

• Chemistry and manufacturing  - full data

• Approved by Health Canada, still not approved by FDA

Hepatotoxicity



Digestive Enzymes

• Brief history

• Fibrosing colinopathy

• New guidelines enacted

• FDA required new NDA  -

• placebo controlled trials 

• full chemistry and manufacturing data

• Health Canada 

• grandfathered  clinical 

• reduced chemistry and manufacturing data



Prochymal approved 2012

• In May 2012 Health Canada, was the first to approve, under a notice of 

compliance with conditions (NOC/C), the use of Prochymal for the 

management of acute GvHD in children who are unresponsive to steroids, with 

the approval conditional upon further trials being conducted. At the time of 

approval, there were no approved products for treating aGvHD

• In other words this conditinal approval was based on promising evidence with 

the proviso that future controlled clinical trials or proper case control studies 

will be conducted and reported to HC by 2016 in order to receive full market 

authorization



Why was this approval groundbreaking?

• Conditional approval was based on efficacy subanalysis from two clinical studies, 

one included 75 pediatric patients (along with adult patients), which was a 

single-arm study, and compared with historical controls. The second study was a 

placebo-controlled trial which included 28 pediatric patients

• Primary endpoint was improvement in overall response (OR) of aGvHD symptoms 

by day 28 

• The placebo controlled trial did not achieve statistical significance of its primary 

endpoint; however, subset analysis showed that 61–64% of refractory pediatric 

patients had an OR, compared with 36% in the placebo group by day 28; this 

trend improved further by day 100 to 77%

• In the single arm study, OR was achieved by 86% of the pediatric population by 

day 100, compared with historical controls



Prochymal

• Importantly, there were no safety or toxicity concerns in any of the trials with 

PROCHYMAL for aGvHD including in 12 pediatric patients under an emergency 

protocol. Also, there were no safety or toxicity concerns in nonclinical studies.

• The company had originally submitted a priority review, but received a notice 

of noncompliance (NON or rejection). They refiled under the NOC/C guidelines.

• This conditional approval process was unique to Canada at that time. Canada 

had policies in place to provide conditional market approval (since 1998)

• An expert advisory panel was assembled to assess a risk-benefit analysis on the 

submission: quality, safety and efficacy data 



Prochymal

• The advisory panel determined that the potential benefits outweighed the risks

• HC granted PROCHYMAL conditional market approval with the requirement to 

submit additional clinical trial data demonstrating efficacy, and develop a 

registry with long-term follow-up information

• More importantly HC was willing to perform subset analysis of clinical trial data, 

which other jurisdictions do not typically perform



Notice of Compliance with Conditions (NOC/C)

The objective of the policy is to:

• provide access to promising new drugs for patients suffering from serious, life-

threatening or severely debilitating diseases or conditions for which no drug is presently 

marketed in Canada or for which a significant increase in efficacy or a significant 

decrease in risk is demonstrated in relation to an existing drug marketed in Canada

• create mechanisms for the appropriate completion of confirmatory trials to verify the 

clinical benefit of a drug authorized under this policy. Prior to authorization, the sponsor 

must undertake in writing to design, carry out and report on confirmatory trials to verify 

the clinical benefit of the drug

Benefits:

• The acceptance of promising evidence of clinical effectiveness allows for the filing of an 

eligible drug submission earlier than normally possible

• provides the means to effectively monitor, and report on, the safety and efficacy of 

promising new therapies through enhanced post-market surveillance initiatives



Collaboration, Communication, Interaction

• Although pre-submission meetings with sponsors were well-established by the early 

1990s, few sponsors took advantage of this opportunity until 2000

• The main, though not the sole, purpose of the pre-submission meetings - which are 

optional at the discretion of sponsors - is to provide scientific and regulatory advice 

to industry at early stages of product development. Guidance to industry on pre-

submission meetings are publically-available 

• These meetings/interactions are so important that it can not be overemphasized



Tips - Communicate with Health Canada

• Pre CTA/NDS meetings, teleconferences, emails

• Tremendous opportunity - may be your only chance to interact directly with 

reviewer

• past vs present [Office of Regulatory Affairs (ORA)]

• ORA is your best friend – at all times NOT just CTA

• Don’t be afraid to ask questions – in fact you must ask questions

• example upstream/downstream – DS/DP

• The only bad question is the one you did not ask

• Don’t be frightened by the numbers, remember 2n rule



Who should attend pre CTA/NDS meetings

• At least one knowledgeable person from each discipline if relevant:

• Clinician

• QA/QC

• Pharmacologist/Toxicologist

• Regulatory

• Statistician*



Pre-CTA Information Package (electronic)

1. proposed agenda, slides, list of questions, and attendees 

2. brief summary of all data including: 

• tabular listing of completed nonclinical and clinical studies 

• outline of toxicological manifestations and a discussion of their impact 

• outline of the observed adverse events and a discussion of potential safety problems 

3. proposed global clinical plan for the current stage of drug development including regulatory 

status in other countries 



Pre-CTA Information Package (continued)

4. details of the proposed clinical trials to be conducted in Canada, within the scope of the intended CTA, 

including:  

• trial design 

• parameters, values, ranges or limits for indication(s) and clinical use(s) 

• patient study population(s) and routes of administration 

• parameters, values, ranges or limits for dosage form(s), dosage regimen(s) and formulation(s) 

• procedures and/or criteria for patient monitoring, clinical efficacy and safety assessments 

alternative treatments, premature patient discontinuation and other considerations

5. a summary of significant Quality aspects of the drug, if applicable 

• summary of the method of manufacture for both DS and DP 

• relevant flow charts 

• listing of quality control procedures and specifications 

• summary of product characteristics, and 

• listing of all production site(s) - only for biologics and radiopharmaceuticals



Frequency of  Deficiencies for FDA First Cycle Review*

*Sacks et al (2014)



Efficacy Deficiencies



Company Did Not Comply With FDA Recommendations About Pivotal 
Study Design or Primary Outcome 



Company Did Not Comply With FDA Recommendations About 
Pivotal Study Design or Primary Outcome (continued)



CTA (drugs)

Module Contents in Submission 

1 Administrative and Product Information 

1.0 Correspondence 

1.0.1 Cover letter 

1.0.5 Meeting Information 

1.1 Table of Contents 

1.2 Administrative Information 

1.2.1 Application Forms 

1.2.3 Certification and Attestation Forms 

1.2.5 Compliance and Site Information 

1.2.5.1 Clinical Trial Site Information Form 

1.2.6 Authorization for Sharing Information 

1.2.7 International Information 

1.2.9 Other Administrative Information 

1.3 Product Information 

1.3.4 Investigator’s Brochure 

1.4 Health Canada Summaries 

1.4.1 Protocol Safety and Efficacy Assessment Template - Clinical Trial Application (PSEAT-CTA) 

1.7 Clinical Trial Information 

1.7.1 Protocol 

1.7.2 Informed Consent Forms 

1.7.3 Canadian Research Ethics Board (REB) Refusals 

1.7.4 Information on Prior-related Applications 



CTA (continued)

Module Contents in Submission 

2 Common Technical Document Summaries 

2.1 Table of Contents 

2.3 Quality Overall Summary (QOS) 

3 Quality (if submitted) [mandatory for cell therapy and highly recommended for other biologics]

3.1 Table of Contents of Module 3 *

3.2 Body of Data 

3.3 Literature References 

* BGTD requirements differ slightly in that facility information is required



Medical Device Classification System

CANADIAN 

CLASSIFICATION 

RISK LEVEL EXAMPLES EUROPE

Class I Lowest Reusable surgical scalpel, 

bandages, culture media 

Class I 

Class II Low Contact lenses, epidural 

catheters, pregnancy test kits, 

surgical gloves 

Class IIa 

Class III Moderate Orthopaedic implants, glucose 

monitors, dental implants, 

haemodialysis systems, 

diagnostic ultrasound systems 

Class IIb 

Class IV High HIV test kits, pacemakers, 

angioplasty catheters 

Class 



Format for an Investigational Testing Application (ITA)

Application Form 

Executive Summary 

Table of Contents 

1 Background Information 

1.1 Device Description 

1.2 Design Philosophy 

1.3 Marketing History 

2 Risk Assessment 

2.1 Risk Analysis and Evaluation 

2.2 Previous Studies 

2.3 Alternate Treatments 

2.4 Precautions 

3 Institutional Information 

3.1 Investigator(s) 

3.2 Name of Institution(s) 

3.3 Research Ethics Board Approval(s) 

4 Protocol 

5 Device Label 

6 Investigator Agreement(s) 



 Device Description:

• Modified from a licensed device? Previously issued an ITA?

(Any differences should be clearly described; Information from previous clinical studies)

 Provide Instruction for Use (IFU)

 Provide sample label with Investigational Use Statement

• In English and French

• For reusable devices should be on device, in addition to packaging and IFU

 Provide complete Marketing History (include Special Access requests, previous ITAs or clinical trial 

authorizations elsewhere—for subject device or previous version)

 In the ICF include potential risks and benefits (even if none directly to the patient), and alternatives 

(Reference ISO 14155)

Common Avoidable Deficiencies - MDB

Slide courtesy of Health Canada 



 Missing information on the anticipated duration of the study

 Missing number of devices to be authorized (if multiple independent components, number for each)

 Missing number of Canadian subjects

 Date and/or version included on the protocol and ICF does not correspond with the REB letter (if not, 

statement clarifying differences)

NOTE: REB approval required for class III, IV devices prior to authorization

 Test reports not signed or do not contain results

 Both electronic copy and hardcopy not provided or differ (exact duplicate)

 Unorganized format (ideally follow guidance document; include separate sections/appendices as 

opposed to one long continuous document)

More Common Avoidable Deficiencies

Slide courtesy of Health Canada



Clinical:

 Unable to show bioequivalence 

 Non-authorized comparator/s 

 Lack of data to support dose, dose regimen, strength, etc

 Unexpected safety issues during review:  impact on B/R assessment and consequences 

 Lack of validation of surrogate markers 

 Risk communication/s not addressed 

 Refusal to adjust the PM as requested 

 Claims in literature inappropriately or incompletely confirmed or validated

Common Avoidable Deficiencies - BGTD

Slide courtesy of Health Canada 



Quality:

 Incomplete cleaning validation 

 Incomplete SOPs 

 Test limits and criteria not indicated 

 Missing Batch records of biologicals and/or CoAs

 Lack of process validation protocols 

 Methods of production raising concerns 

 Incomplete Stability Data 

 Samples for lab analysis not provided (for biologicals) 

 Purification process not identified/described 

 Inadequate information on validation information to support hold times of intermediates, final bulks and 

final containers

More Common Avoidable Deficiencies

Slide courtesy of Health Canada 



Conclusion

Canada provides a great opportunity to develop your product

• Has harmonized regulations, an asset to development and potential 

worlwide approval 

• Has a firm but flexible, well respected regulatory agency

• HC is able to meet their review deadlines and speed development

Now we can also safely conclude that in fact the economic factors, world-

class basic research and clinical practice, combined with excellent health 

research institutions and research networks are not irrelevant at all but 

only supplement a cogent argument for developing your product in Canada.



THANK YOU!


