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Monthly Centre Web/Teleconference Meeting Summary
June 7, 2019 @ 9am
ATTENDEES	
	Sites:
	1. CHEO, Ottawa
2. Hamilton Health Sciences
3. Hospital for Sick Children, Toronto
4. Humber River Hospital, Toronto
5. Kingston  General Hospital
6. Lakeridge Health, Oshawa
7. London Health Sciences Centre
8. Niagara Health System
	9. North York General Hospital 
10. The Ottawa Hospital
11. Royal Victoria (Barrie)
12. Sunnybrook Health Sciences Centre, Toronto
13. Thunder Bay Regional Health Sciences Centre
14. Trillium Health Partners, Mississauga 
15. UHN - Princess Margaret Cancer Centre, Toronto


	OCREB:
	Beren Avci, Aurora de Borja, Carrie Li,  Janet Manzo, Cindy Sandel, Richard Sugarman (Chair), Alison van Nie



REGRETS	
	Sites:
	16. Cambridge Memorial Hospital
17. Grand River Hospital
18. Health Sciences North, Sudbury
19. Markham Stouffville
20. Michael Garron Hospital, Toronto
21. St. Joseph’s Healthcare (Hamilton)
22. St. Joseph’s Health Centre (Toronto)
	23. St. Michael’s Hospital, Toronto
24. Sinai Health System, Toronto
25. Southlake Regional Health Centre, Newmarket
26. William Osler Health Centre, Brampton
27. Windsor Regional Hospital
28. Women’s College Hospital, Toronto

	OCREB:
	None



If you temporarily have to leave the teleconference, please hang up and dial in again when you are able to re-join. Putting your phone on hold causes interference with all of the other lines. 


REMINDERS

Dear Investigator Letters (DIL) and Protocol Clarification Letters (PCL)
Please note that OCREB does not accept DIL and PCL as independent, stand-alone submissions. Refer to the May meeting summary for details. They may be submitted as supporting documents with a relevant amendment.

Consent Forms at the Time of Initial Submission of a New Study (PIA) 
Please submit clean copies of consents with the initial PIA, not tracked consents with sponsor comments.


OCREB Membership Changes 
The OCREB membership lists are posted to https://ocreb.ca under the “OCREB Meetings and Membership” link. The list was last updated in March 2019.


List of Active Studies and Active Study-Centres
The list of active studies and active study-centres is posted to  https://ocreb.ca under the “Investigators and research teams” link. The current version is May 29, 2019


NEW STUDIES

New studies submitted for the June 14th meeting:
	1804
	Aurora
	Merck
	MK-7902-008
	Andrew Robinson
	KGH
	Kristina Kulik

	1839
	Cindy
	LHIR
	PRESERVE
	David Palma
	LHS
	Mary Beth Husson

	1848
	Beren
	PPD
	18-214-10/CA-045-012
	Srikala Sridhar
	UHN
	Sabina Naqvi

	1865
	Carrie
	CCTG
	PLATON
	Patrick Cheung
	SHSC
	Senny Chan

	1874
	Carrie
	Amgen, INC
	AMG420
	Arleigh McCurdy
	TOH
	Krystina Trites

	1876
	Beren
	Novartis
	CLEE011A2207
	Asma Ali
	HSN
	Cathy Simeoni

	1884
	Carrie
	Roche
	CO41012/IPATunity150
	Som Mukherjee
	HHS
	Yvonne Kinrade

	1885
	Beren
	Triumvira Immunologics
	TACTIC19
	John Kuruvilla
	UHN
	Claudia Thiruchelvam

	1888
	Cindy
	Jounce Therapeutics
	JTX-2011-201
	Natasha Leighl
	UHN
	Tuhina Paul



Other Potential New Studies:
	COG
	AGCT1532

	NRG
	GU-005

	CCTG
	ALC.6/A041501 

	CCTG
	HNC.2/NRG HN004 

	IIS
	TOPCOP2




CONTINUING REVIEW APPLICATIONS
Even though CTO Stream sends automatic courtesy reminders 45, 30 and 15 calendar days before the expiry date, CR applications should be submitted as close to the relevant meeting deadline as possible, and not until after the imminent OCREB meeting at the earliest (i.e., close to the June 25 deadline for the July 12 meeting, and following the June 14 meeting at the earliest). If you need to submit the CR earlier due to absences or other reasons, please contact the responsible OCREB REC.

Continuing Review Applications due for the July Meeting
For studies expiring July 12 to August 8 2019, inclusive, provincial and centre continuing review applications are due by the June 25 deadline for the July 12 meeting, unless a study closure has been or will be submitted.


NOTEWORTHY ITEMS 

A place for sharing new information, updates and other noteworthy items affecting the research community…

· Medical Devices: Health Canada is exploring how to best address longstanding stakeholder concerns regarding the current regulatory framework for medical devices and how it may be unintentionally limiting investigational testing activity in Canada. 

Please direct your responses to hc.policy.bureau.enquiries.sc@canada.ca. A response by June 21, 2019 is requested.


 
[bookmark: _GoBack]
· Accelerated reviews: Health Canada has opened a consultation on new draft Guidance.


· Release of Draft (Step 2) ICH Guidance: E19 Optimization of Safety Data Collection
The above referenced draft guidance was released by the International Council for Harmonisation (ICH) Assembly for consultation and is being posted on the ICH website for information and comment in accordance with Step 2 of the ICH process.

All comments forwarded to Health Canada will be transmitted to the ICH as is, with the disclaimer that they are provided for information and do not necessarily represent the views of Health Canada, except as specifically indicated in separate comments. Comments provided to Health Canada should be submitted by Friday, September 13, 2019 Comments should be directed to: Health Canada - ICH Coordinator: hc.ich.sc@canada.ca

· “CRISPR babies”: What does this mean for science and Canada? Bartha Maria Knoppers JD PhD, Erika Kleiderman LLB BSc n Cite as: CMAJ 2019 January 28;191:E91-210.


 
· Taking stock of the implications of genomic advances

· 'DNA genie left bottle with ancestry testing', says Wellcome ethics researcher

· As you may know, the Regulatory and Ethics Work Stream is currently updating several of the GA4GH Policies in light of scientific, regulatory and ethical developments. To this end, we have developed a draft of the revised Data Privacy and Security Policy, which was first published in June 2015. A copy of that original Policy may be viewed here.

· Cancer isn't an 'invader,' and you're not at war with it http://flip.it/FDUIBw


Next Web/Teleconference Session

September 6, 2019 @ 9am
No sessions in July or August.
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Reg Amendments for Device IT-Consultation Discussion Document.docx
		Consultation on Medical Device Investigational Testing Authorizations (ITAs)



Health Canada is exploring how best to address longstanding stakeholder concerns regarding the current regulatory framework for medical devices and how it may be unintentionally limiting investigational testing activity in Canada.









PURPOSE

Canada has become a country of choice for developing and testing innovative health products. However, in order to remain competitive in the clinical trial landscape and continue to be responsive to the health needs of patients and interests of investigators, Health Canada is studying how to address longstanding concerns and increase research, while protecting patient safety. This issue was prioritized in Health Canada’s Action Plan on Medical Devices, which was published in December 2018. The Action Plan identified the need to better align the regulatory frameworks for device investigational testing (IT) and drug clinical trials, and to adopt international best practices, where appropriate.

To advance these objectives, Health Canada is now seeking feedback from stakeholders on five key issues regarding the application requirements and processes for medical devices used in investigational testing.

BACKGROUND

Investigational Testing Regulatory Framework

Investigational testing refers to the clinical study of a medical device, intended to demonstrate clinical safety and/or effectiveness. Studies could also involve medical devices already on the market that are being evaluated for new intended uses, new populations, new materials or design changes. In Canada, about 400 investigational testing authorizations (ITAs) are issued annually. 



Manufacturers and importers must meet the regulatory requirements under Part 3 of the Medical Devices Regulations (MDR) in order to receive an ITA from Health Canada to sell a Class II, III or IV device to a qualified investigator for the purpose of conducting investigational testing. There is no requirement to obtain an ITA for a Class I medical device; however, some requirements still apply, as outlined below.






		Requirements under Part 3 of the MDR



		Class I Medical Devices

		Class II, III and IV Medical Devices



		· Records and documentation requirements under section 81 of MDR

· Labelling of investigational medical device

· Advertising of investigational medical device

· Post-authorization requirements (distribution records, complaint handling, mandatory problem reporting, recalls)





		· Records and documentation requirements under section 81 of MDR

· Application for authorization

· Labelling of investigational medical device

· Advertising of investigational medical device

· Post-authorization requirements (distribution records, complaint handling, mandatory problem reporting, recalls, registration of implantable devices)





Part 3 of the MDR also provides authority for Health Canada to request additional information either prior to authorization or during the study and to intervene in the study, if necessary.



ISSUES FOR DISCUSSION

There are some differences in the regulatory requirements for device IT and drug clinical trials. For example, the Food and Drug Regulations incorporate Good Clinical Practices (GCPs) for drug clinical trials, provide sponsors with the ability to file amendments and notifications, and ease administrative burden by permitting parallel applications for clinical trials and Research Ethics Board (REB) approvals. More consistent regulatory approaches across the product lines would provide comparable patient protection while encouraging research in Canada. In 2018, the Applications for Medical Device Investigational Testing Authorizations guidance document was updated to incorporate by policy some best practices from the drug clinical trial framework. Health Canada is now evaluating the success of these changes and assessing whether additional reforms might be appropriate.

Health Canada is also considering international best practices that could make the Canadian investigational testing environment more competitive. The issues outlined in this discussion document exemplify key areas where Canada’s device IT framework is inconsistent with those of other jurisdictions. Further study needs to be conducted to determine the appropriate approach for Canada.




Health Canada invites your feedback on the following issues:



1. Expanding the scope of who can apply for an ITA

Under the MDR, only manufacturers may apply to conduct investigational studies on medical devices. Although a delegation mechanism exists in the Guidance Document:  Applications for Medical Device Investigational Testing Authorizations to allow an investigator (such as a clinician or health care facility) authorized by the manufacturer to become the regulatory correspondent, the investigator cannot file the ITA application and is not legally responsible for the investigational testing.



In the United States and the European Union, a study on an investigational medical device may be carried out by either a manufacturer or an independent investigator.



		QUESTIONS:



a. What has been your experience with this delegation mechanism?



b. Is there a need to enable an investigator, independent of the device manufacturer, to pursue the investigational testing of a medical device? Please explain.



c. What challenges would you anticipate when an independent investigator undertakes investigational testing of an unlicensed medical device, or a new use for a licensed medical device?







2. Revisions to an ITA

Under the current regulatory framework, there are no provisions that allow Health Canada to authorize revisions to an investigational testing authorization (ITA).  Part 3 of the MDR only outlines the requirements for a new ITA.  As such, the Regulations require that any changes must be submitted in a new ITA application.



A policy approach was recently implemented in the 2018 guidance document, Applications for Medical Device Investigational Testing Authorizations, to allow manufacturers to submit revisions to previously authorized ITAs in an abbreviated manner.  The guidance document provides examples of changes that require the submission of a revised ITA. The current interpretation of a significant change to an ITA pertains to revisions to clinical trial sites, investigators, the number of patients, the protocol, the informed consent form, and the device itself. The guidance, however, does not provide a further mechanism by which certain minor changes could be submitted to Health Canada through a notification process (which would not require authorization).



EA provision to allow modifications and notifications of an ITA would better align the frameworks for Canada and its international partners, including the United States and the European Union.



		QUESTIONS:



a. What has been your experience with the policy approach to ITA revisions outlined in the 2018 guidance document that allows manufacturers to submit revisions to previously authorized ITAs in an abbreviated manner?



b. Is there a need to create a pathway that allows manufacturers to simply notify Health Canada of minor changes to an ITA? If so, what changes do you think should fall under this category? Please explain.







3. Research Ethics Board (REB) approval of investigational testing of Class III and IV devices

The MDR requires REB approval prior to issuance of an ITA involving Class III and IV medical devices.[footnoteRef:1] However, recent changes to the Guidance Document: Applications for Medical Device Investigational Testing Authorizations allow for an authorization letter to be issued prior to the receipt of REB approval, provided that this approval is provided to Health Canada before the study is initiated. [1:  There is no requirement to obtain an ITA for a Class I medical device but REB approval is still required for investigational testing involving Class I devices. With regard to investigational testing of Class II medical devices, evidence of REB approval is required, but does not need to be submitted to Health Canada prior to receiving an ITA.] 




Allowing regulatory approvals and ethics approvals to be done in parallel, rather than sequentially, would bring Canada in line with its international partners (United States and the European Union).



		QUESTIONS:



a. What has been your experience with the policy approach outlined in the 2018 guidance document that allows issuance of an ITA prior to REB approval?



b. Would it be helpful to have a notification process (with no requirement for authorization) to address minor changes to an ITA resulting from REB approval?





4. Inclusion of Good Clinical Practice (GCP) standard in regulations

It is internationally recognized that research in humans should be conducted according to generally accepted principles of GCP, as stated in the ISO 14155 standard - Clinical investigation of medical devices for human subjects. These clinical practices provide assurance that the data and reported results are credible and accurate, and that the rights, integrity, and privacy of research subjects are protected.



The MDR do not currently set out GCP standards to strengthen patient protection during investigational studies. However, the Guidance Document: Applications for Medical Device Investigational Testing Authorizations recommends that manufacturers conform to the GCP standard of ISO 14155.



Inclusion of this GCP standard in regulation would better align Canada with its international partners. The United States and the European Union regulatory authorities both have GCP requirements for medical device investigational testing.



		QUESTIONS:



Is there a need to require compliance with the ISO standard on Clinical investigation of medical devices for human subjects - Good clinical practice (ISO 14155)?  Please explain.









5. Exemption of certain ‘research use only’ devices from the ITA requirements

“Research use only” devices typically do not involve patients and therefore present no risk to patient safety (e.g., studies involving validation of in-vitro devices using remnant samples).  For this reason, the current requirement to have these devices authorized under Part 3 of the MDR causes administrative delays and disincentives for researchers.  The MDR do not define “research use only” device, nor do they identify the conditions under which their use in investigational testing would not require Health Canada authorization. One exception is with respect to magnetic resonance imaging pulse sequences, where Health Canada decided that investigators were no longer required to obtain authorization prior to starting a trial using a “work-in-progress” pulse sequence (when certain conditions were met). 



In the United States and the European Union, manufacturers of research use only devices are exempted from certain regulatory requirements.





		QUESTIONS:



a. Should certain “research use only” devices be exempted from the authorization requirements under Part 3 of the MDR?  Please explain.



b. If you responded yes to question 5a, what products should be considered for exemption? Please explain. 
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Reg Amendments for Device IT - Consultation Discussion Document_FR.doc
		Consultation sur les Demandes d’autorisation d'essai expérimental pour les instruments médicaux (AEE)

Santé Canada étudie présentement la manière la plus appropriée de répondre aux préoccupations de longue date des intervenants, concernant le cadre réglementaire actuel pour les instruments médicaux et comment celui-ci limite, involontairement, les activités relatives aux essais expérimentaux au Canada.







OBJECTIF

Le Canada est devenu un pays de choix pour le développement et l'expérimentation de produits de santé novateurs. Toutefois, afin de rester concurrentiel dans le domaine des essais cliniques et prenant en compte les besoins de santé des patients et les intérêts des chercheurs, Santé Canada étudie les façons de répondre aux préoccupations de longue date et d'accroître la recherche, tout en protégeant la sécurité des patients. Cette démarche s’est avérée une priorité dans le Plan d’action de Santé Canada sur les instruments médicaux, publié en décembre 2018. Ce plan d'action soulignait la nécessité de mieux harmoniser les cadres réglementaires des essais expérimentaux pour les instruments médicaux et des essais cliniques pour les médicaments, ainsi que d'adopter les pratiques exemplaires internationales, lorsque cela s’avère approprié.

Pour servir ces objectifs, Santé Canada sollicite actuellement les commentaires des intervenants sur cinq éléments essentiels concernant les exigences et les processus de demande pour l’utilisation d’instruments médicaux dans des essais expérimentaux.

CONTEXTE

Cadre réglementaire des essais expérimentaux

Par essai expérimental, on entend l’étude clinique d’un instrument médical, visant à démontrer son innocuité et son efficacité en milieu clinique. Les études pourraient également porter sur des instruments médicaux déjà sur le marché, qui font l'objet d'une évaluation relativement à des nouvelles utilisations, à des nouvelles populations à traiter, à des nouvelles composantes ou bien à des changements de conception. Au Canada, environ 400 autorisations d'essais expérimentaux (AEE) sont émises chaque année. 

Les fabricants et les importateurs doivent se conformer aux exigences réglementaires énoncées à la partie 3 du Règlement sur les instruments médicaux (RIM) pour obtenir une AEE de Santé Canada leur permettant de vendre un instrument de classe II, III ou IV à un chercheur/clinicien qualifié, dans le but de mener un essai expérimental. Il n’est pas nécessaire d’obtenir une AEE pour un instrument médical de classe I. Cependant, certaines exigences s'appliquent tout de même, tel qu’indiqué ci-dessous.

		Exigences énoncées à la partie 3 du RIM 



		Instruments médicaux de classe I

		Instruments médicaux de classes II, III et IV



		· Exigences d'archivage et de documentation en vertu de l’article 81 du RIM

· Étiquetage d'un instrument médical expérimental

· Publicité pour un instrument médical expérimental

· Exigences subséquentes à l'autorisation (registres de distribution, traitement des plaintes, signalement obligatoire des problèmes, rappels)



		· Exigences d'archivage et de documentation en vertu de l’article 81 du RIM

· Demande d’autorisation

· Étiquetage d'un instrument médical expérimental

· Publicité pour un instrument médical expérimental

· Exigences subséquentes à l'autorisation (registres de distribution, traitement des plaintes, signalement obligatoire des problèmes, rappels, enregistrement des instruments médicaux implantables)





La partie 3 du RIM confère également à Santé Canada le pouvoir de demander des renseignements supplémentaires avant l’autorisation ou pendant l'étude et d'intervenir dans l'étude, si nécessaire.

ÉLÉMENTS DE DISCUSSION

Il existe certaines différences entre les exigences réglementaires pour les essais expérimentaux des instruments médicaux, et celles pour les essais cliniques des médicaments. Par exemple, le Règlement sur les aliments et drogues intègre les bonnes pratiques cliniques (BPC) pour les essais cliniques de médicaments; offre aux promoteurs la possibilité de déposer des modifications et des notifications relatives à une demande d’essai clinique; et allège le fardeau administratif en permettant d’effectuer en parallèle les demandes d’essai clinique et d’approbation auprès des comités d'éthique de la recherche (CER). Des approches réglementaires plus uniformes pour toutes les gammes de produits assureraient une protection similaire des patients tout en encourageant la recherche au Canada. En 2018, la ligne directrice Demandes d'autorisation d'essai expérimental pour les instruments médicaux a été mise à jour afin d'inclure par l’entremise de nouvelles politiques, certaines pratiques exemplaires tirées du cadre réglementaire des essais cliniques pour les médicaments. Santé Canada est en train d’évaluer le succès de ces changements et de déterminer s'il y a lieu de procéder à d'autres réformes.

Santé Canada étudie également les pratiques exemplaires internationales qui pourraient rendre l'environnement des essais expérimentaux plus concurrentiel au Canada. Les éléments soulevés dans le présent document de discussion constituent des exemples concrets de certaines parties du cadre réglementaire canadien pour les essais expérimentaux des instruments médicaux, qui ne concordent pas avec les autres agences réglementaires internationales. D'autres études sont nécessaires pour déterminer la stratégie appropriée pour le Canada.

Santé Canada vous invite à lui faire part de vos commentaires sur les éléments suivants :

1. Élargissement de l'admissibilité des personnes pouvant demander une AEE

En vertu du RIM, seuls les fabricants peuvent effectuer une demande à effectuer des essais expérimentaux sur des instruments médicaux. Bien qu’un mécanisme de délégation existe dans la Ligne directrice :  Demandes d'autorisation d'essai expérimental pour les instruments médicaux permettant à un chercheur /clinicien autorisé par le fabricant, d’agir à titre de correspondant réglementaire, ce chercheur/clinicien ne peut pas déposer une demande d’AEE et n'est juridiquement pas responsable des essais expérimentaux.

Aux États-Unis et dans l'Union européenne, un fabricant ou un chercheur/clinicien indépendant peuvent mener une étude sur un instrument médical expérimental.

		QUESTIONS :

a. Quelle a été votre expérience avec ce mécanisme de délégation?

b. Existe-t-il un besoin de permettre à un chercheur/clinicien d’entreprendre les essais expérimentaux pour un instrument médical, indépendamment d’un fabricant d'instruments médicaux? Veuillez svp expliquer votre réponse.

c. Quels défis pourriez-vous anticiper dans l’éventualité où un chercheur/clinicien indépendant pourrait entreprendre un essai expérimental pour un instrument médical non homologué ou pour un instrument médical homologué visant une nouvelle utilisation?








2. Révisions d’une AEE

Dans le cadre réglementaire actuel, aucune disposition ne permet à Santé Canada d'autoriser la révision d'une autorisation d'essai expérimental (AEE).  La partie 3 du RIM ne décrit que les exigences relatives à une nouvelle AEE.  Ainsi, le règlement stipule que toute modification doit être présentée dans une nouvelle demande d’AEE.

L’application de nouvelles politiques a récemment été mise en œuvre dans la ligne directrice de 2018, Demandes d'autorisation d'essai expérimental pour les instruments médicaux, afin de permettre aux fabricants de soumettre, d'une manière abrégée, des demandes de révision d’une AEE préalablement autorisée.  La ligne directrice fournit des exemples de changements nécessitant la soumission d'une demande de révision à une AEE. L'interprétation actuelle d'une modification importante à une AEE correspond à un changement relatif aux sites d'essais cliniques, aux chercheurs/cliniciens impliqués, au nombre de patients, au protocole, au formulaire de consentement éclairé et à l'instrument médical lui-même. Toutefois, la ligne directrice ne prévoit pas de mécanismes supplémentaires permettant de soumettre certaines modifications mineures à Santé Canada au moyen d'un processus de notification (qui ne nécessiterait pas d'autorisation).

Une disposition autorisant les modifications et les notifications d'une AEE permettrait de mieux harmoniser les cadres réglementaires du Canada et de ses partenaires internationaux, y compris les États-Unis et l'Union européenne.

		QUESTIONS :

a. Quelle a été votre expérience avec l'application des nouvelles politiques décrites dans la ligne directrice de 2018 permettant aux fabricants de soumettre d'une manière abrégée une demande de révision d’une AEE préalablement autorisée?

b. Y aurait-il un besoin de créer un système qui puisse permettre aux fabricants de simplement aviser Santé Canada des modifications mineures à une AEE? Si oui, quelles sont à votre avis, les modifications qui devraient être incluses dans cette catégorie? Veuillez svp expliquer votre réponse.








3. Approbation par le comité d'éthique de la recherche (CER) d’un essai expérimental pour les instruments médicaux de classe III et IV

Le RIM exige l'approbation du CER avant la délivrance d'une AEE visant les instruments médicaux de classe III et IV.
 Toutefois, des modifications récentes apportées à la Ligne directrice : Demandes d'autorisation d'essai expérimental pour les instruments médicaux permettent l'émission d'une lettre d'autorisation avant la réception de l'approbation du CER, à condition qu’une preuve de cette approbation soit fournie à Santé Canada avant le début de l'essai expérimental.

Permettre que les processus d’approbation réglementaire et éthique se fassent en parallèle, plutôt que de façon séquentielle, aurait pour effet permettrait d'harmoniser les approches du Canada avec celles de ses partenaires internationaux (États-Unis et Union européenne).

		QUESTIONS :

a. Quelle a été votre expérience avec l'application des nouvelles politiques décrites dans la ligne directrice de 2018, permettant la délivrance d'une AEE avant l'approbation du CER?

b. Serait-il utile de mettre en place un processus de notification (sans exigence d'autorisation) pour traiter les modifications mineures à une AEE résultant de l'approbation du CER?








4. Inclusion de la norme des bonnes pratiques cliniques (BPC) dans la réglementation

Il est internationalement admis que la recherche avec des sujets humains doit être menée conformément aux principes généralement reconnus des BPC, tels qu'énoncés dans la norme ISO 14155 - Investigation clinique des dispositifs médicaux pour sujets humains. Ces pratiques cliniques offrent l'assurance que les données et les résultats rapportés sont crédibles et exacts, et que les droits, l'intégrité et la vie privée des sujets de recherche sont protégés.

À l'heure actuelle, le RIM n'établit pas de normes en matière de BPC pour renforcer la protection des patients pendant les essais expérimentaux. Toutefois, la Ligne directrice : Demandes d'autorisation d'essai expérimental pour les instruments médicaux recommande que les fabricants se conforment à la norme de BPC d’ISO 14155.

L'inclusion de cette norme de BPC dans la réglementation permettrait au Canada de mieux s’harmoniser avec ses partenaires internationaux. Les autorités de réglementation des États-Unis et de l'Union européenne ont toutes les deux des exigences en matière de BPC pour les essais expérimentaux sur des instruments médicaux.

		QUESTIONS :

Est-il nécessaire d'exiger la conformité à la norme Investigation clinique des dispositifs médicaux pour sujets humains -- Bonnes pratiques cliniques (ISO 14155)?  Veuillez svp expliquer votre réponse.







5. Exemption de certains instruments « destinés uniquement à la recherche » pour les exigences d’AEE

Les instruments « destinés uniquement à la recherche » n’impliquent généralement pas de patients et ne présentent donc aucun risque pour la sécurité des patients (p. ex., des études impliquant la validation de dispositifs in vitro utilisant des échantillons résiduels).  Par conséquent, l'obligation actuelle d’obtenir une autorisation pour ces instruments en vertu de la partie 3 du RIM entraîne des retards administratifs et des effets dissuasifs pour les chercheurs.  Le RIM ne définit pas les instruments « destinés uniquement à la recherche » et ne précise pas non plus les conditions d’exemption d’autorisation de Santé Canada pour leur utilisation dans des essais expérimentaux. Une exception concerne les séquences d'impulsions en cours de production pour les appareils d'imagerie par résonance magnétique, où Santé Canada a décidé que les chercheurs n'étaient plus tenus d'obtenir une autorisation avant d’entreprendre un essai, lorsque certaines conditions sont satisfaites. 

Aux États-Unis et dans l'Union européenne, les fabricants de dispositifs « destinés uniquement à la recherche » sont exemptés de certaines exigences réglementaires.

		QUESTIONS :

a. Est-ce que certains instruments « destinés uniquement à la recherche » devraient être exemptés des exigences d'autorisation en vertu de la partie 3 du RIM?  Veuillez svp expliquer votre réponse.

b. Si vous avez répondu oui à la question 5a, quels instruments devraient faire l'objet d'une exemption? Veuillez svp expliquer pourquoi. 







�  Il n'est pas nécessaire d'obtenir une AEE pour un instrument médical de classe I, mais l'approbation du CER est toujours requise pour les essais expérimentaux impliquant des instruments médicaux de classe I. En ce qui concerne les essais expérimentaux pour les instruments médicaux de classe II, une preuve de l'approbation du CER est requise, mais il n'est pas nécessaire de la présenter à Santé Canada avant de recevoir une AEE.







1




image4.emf
Draft Accelerated  Review Guidance FOR DISTRIBUTION.docx


Draft Accelerated Review Guidance FOR DISTRIBUTION.docx

Draft Guidance: Accelerated Review of Human Drug Submissions 

This guidance document is being distributed for comment purposes only.



[bookmark: _GoBack]Draft date	
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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 programme 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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2. Introduction

2.1 [bookmark: _Toc192297]Purpose/Overview

For some time, Health Canada has used two pathways, both defined by policy and not in regulation, to provide accelerated drug reviews for medicines for the treatment of serious or life-threatening diseases or conditions which meet specific criteria. The Priority Review of Drug Submissions policy provided a 180-day review time for drugs with significant evidence of safety and efficacy, while the Notice of Compliance with Conditions policy provided a 200-day review time for similar products for which there is promising evidence, allowing such products to conditionally come to market earlier with requirements for further data generation and submission to Health Canada. 

For the purposes of this guidance document, an Accelerated Review will encompass both pathways, and will provide an overarching policy by which critical medicines can be reviewed on an accelerated basis. This guidance for industry will provide information for drug sponsors wishing to submit a request for Accelerated Review, including submission eligibility criteria and the undertakings expected of a sponsor for a submission that may be granted a Notice of Compliance with Conditions (NOC/c) following completion of review.

When finalized, this guidance document will supersede the Guidance document: Notice of Compliance with Conditions (NOC/c), September, 2016 and both the Priority Review of Drug Submissions Policy and Guidance for Industry: Priority Review of Drug Submissions, December 18, 2008. 



Effective Date: TBD, 2019

This guidance document, once finalized, will be effective on the date of posting.



2.2 [bookmark: _Toc192298]Scope and Application

The Accelerated Review of Human Drug Submissions guidance document applies to a New Drug Submission (NDS) or Supplement to a New Drug Submission (SNDS) in support of a prescription pharmaceutical, biologic (excluding biosimilars) or radiopharmaceutical drug product for human use for a serious, life-threatening or severely debilitating disease or condition for which:

1. there is evidence of clinical effectiveness that the drug provides treatment, prevention or diagnosis of a disease or condition for which there is no available therapy or drug marketed in Canada;  or

2. there is evidence of clinical effectiveness that the drug provides a significant increase in efficacy and/or significant decrease in risk such that the overall benefit/risk profile is improved over existing therapies, preventatives or diagnostic agents for a disease or condition that is not adequately managed by an available therapy or drug marketed in Canada; or 

3. there is evidence of clinical effectiveness that the drug provides treatment, prevention or diagnosis of a disease or condition for which an existing drug for the same indication has been on the Canadian market for 12 months or less; or,

4. there is evidence that the drug addresses a health care system need by delivering high clinical benefit for public health or high clinical benefit for patients.

Certain elements of this guidance are also applicable to generic pharmaceuticals where the innovator product has a conditional authorization. 

For the purposes of this guidance document, “evidence of clinical effectiveness” means either substantial evidence (which could lead to a standard Notice of Compliance), or promising evidence (which could lead to a Notice of Compliance with conditions). What could constitute either substantial or promising evidence will be further described below.

“Available therapy” refers generally to the conditions of use reflected in the authorized Canadian labelling of products regulated under the Food and Drug Act and Regulations. In certain circumstances, therapies which do not have authorized indications, but which are considered standard-of-care or are well-supported by substantial literature evidence could also be considered available therapy. Available therapy could also include treatments which are not regulated by Health Canada, such as surgery or specific dietary interventions. 



2.3 [bookmark: _Toc192299]Policy objectives

While enabling sponsors to satisfy the information and regulatory requirements under the Food and Drugs Act and Part C of the Food and Drug Regulations, the objectives of the Accelerated Review policy are to:

· support earlier access by way of shortened review times, to new or promising new drugs for patients suffering from serious, life-threatening or severely debilitating diseases or conditions; 

· better align Health Canada’s prioritization of drug reviews with the needs of the Canadian health care system; and

· ensure transparency of any conditions that may be associated with a market authorization, as well as create mechanisms for the appropriate completion of confirmatory trials to verify the clinical benefit of a drug granted a NOC/c. 



2.4 [bookmark: _Toc192300]Background

Health Canada’s Regulatory Review of Drugs and Devices (R2D2) initiative began in 2017 to improve access to prescription medicines. Under R2D2, a review of the existing Priority Review policy was undertaken, with the aim of incorporating a broader consideration of health care system needs when making decisions about which drug submissions should receive an accelerated review. During the course of this review, it was determined that any changes to Priority Review criteria should also be considered for the similar eligibility criteria for the Notice of Compliance with Conditions policy. 

Early consultations included an online questionnaire that was administered to representatives of stakeholder groups from across the health care system, including provincial payers, health technology assessment organizations, patient groups, health care professionals, and industry. The questionnaire sought feedback on the existing Priority Review policy, and the best way to incorporate consideration of the needs of the health care system in a revised decision-making process. 

Most respondents felt the Priority Review policy works well, but did not always agree that the policy addresses health care system needs in Canada. Feedback highlighted the need for prioritization of new products, with such examples given as treatments for chronic and degenerative conditions, for pain management, and for those producing improvements in quality of life for patients. In terms of how a revised policy could better address health care system needs, the dominant themes of responses included accelerating access to:



· lower cost drugs;

· drugs for special populations (with particular focus on the needs of seniors and children) and;

· drugs already approved by other regulators.



Although cost-effectiveness assessment and financial considerations lie outside of Health Canada’s regulatory mandate, stakeholders stressed that reimbursement through public drug programs is vital to making a drug affordable and accessible. Respondents also expressed the need for Health Canada to maintain a robust evidentiary bar for drug approvals and to continue to support transparency and alignment in decision-making in drug submission review, health technology assessment and funding recommendations.

[bookmark: _Toc192301]2. Guidance for Implementation

[bookmark: _Toc192302]2.1 Criteria for Eligibility for Accelerated Review 

As with similar programs in other international jurisdictions, Accelerated Review designation applies to a combination of the product and specific indication(s) for which it is being studied and not the product alone. 

To be considered for Accelerated Review status, a request package must first meet eligibility criteria outlined in Section 1.2. For clarity, this means that the drug product must first be determined to be intended for the treatment of a serious condition (as described in section  2.1.1) AND must meet at least one of the eligibility criteria (as described in sections 2.1.2, 2.1.3, 2.1.4, and 2.1.5).

For the assessment of all criteria, discretion will be exercised by Health Canada, with consideration of the Canadian clinical context, which may include available treatment guidelines, external expert advice, and/or input from patients.



[bookmark: _Toc192303]2.1.1 Definition of Serious, Life-Threatening or Severely Debilitating Disease

In this section, all references to serious conditions will include life-threatening diseases. In determining whether a condition is 'serious', factors such as survival, day-to-day functioning or the likelihood that the untreated disease will progress from a less severe condition to a more serious one will be taken into account. 

'Serious' conditions are generally associated with morbidity with a substantial impact on day-to-day functioning. Reversible persistent or recurrent morbidity outcomes may also be sufficient to qualify a product for Accelerated Review status should all additional criteria be met. Alternatively, examples of insufficient morbidity would normally include short-lived and/or self-limiting morbidity.

Many chronic diseases that may be generally well-managed by available therapy may have severely debilitating outcomes and would qualify a product for Accelerated Review status. Examples include inflammatory bowel disease, asthma, rheumatoid arthritis, diabetes mellitus, systemic lupus erythematosus, depression and psychoses. 

In order to qualify for Accelerated Review status, the drug product must not only be intended for patients suffering from a serious, life-threatening or severely debilitating disease or condition but must also be indicated to treat, prevent or diagnose a serious symptom or manifestation of the condition. For example, a product indicated for alleviating a minor skin irritation in a patient with cancer would not be eligible for Accelerated Review status although the condition (cancer) itself is clearly life-threatening.



[bookmark: _Toc192304]2.1.2 Product Eligibility Criterion #1: Effective Treatment, Prevention or Diagnosis of a Disease for Which No Drug Is Marketed in Canada

Serious, life-threatening or severely debilitating diseases or conditions, for which there is no available therapy or drug marketed in Canada, represent an obvious medical need. A new therapy effective in the treatment, prevention or diagnosis of an eligible condition would therefore meet this criterion for Accelerated Review status. 

The term 'marketed' implies that sale of the product has commenced, pursuant to Part C.01.014.3 of the Food and Drug Regulations and that the product continues to be available for sale (i.e., has not been discontinued or removed from the market). The above criterion does not provide for eligibility for Accelerated Review due to drug shortage scenarios. 



[bookmark: _Toc192305]2.1.3 Product Eligibility Criterion #2: Effective Treatment, Prevention or Diagnosis of a Disease for Which an Existing Drug Has Been on the Canadian Market for 12 Months or Less

While, as described in Section 2.1.2, the absence of a treatment for a serious condition represents one health care system need, another need is for access to alternative treatments. 

Therefore, at the time a sponsor files a request for Accelerated Review status, should there be an existing drug marketed in Canada for the same indication, the request may be considered if the existing drug has been marketed for one year or less. Any drug product seeking the accelerated review must exhibit the same or better safety and efficacy profile as others on the market.  

Should more than one subsequent product be submitted for the same indication, the request for accelerated review may still be considered, within the same one-year timeframe from the date of marketing of the first product. 



[bookmark: _Toc192306]2.1.4 Product Eligibility Criterion #3: Significant Increase in Efficacy and/or Significant Decrease in Risk 

For this criterion to be met, the sponsor should be able to demonstrate that the therapy provides – or has the potential to provide - a statistically significant and clinically relevant improvement in efficacy or decrease in risk such that the overall benefit/risk profile is improved over any available therapy or drug marketed in Canada. 

The benefit/risk evaluation may include any of the following aspects:

· improvement in one or more of the serious outcomes of the condition on which the effect is claimed

· a favourable effect on a serious symptom or manifestation of the condition for which there is no existing therapy

· a clinical benefit for individuals unable to tolerate, or unresponsive to, existing therapies

· demonstration of effectiveness in combination with other critical agents, where no information is available or where combined use with existing therapy(ies) is not feasible due to safety or efficacy considerations

· demonstration that the new agent is able to provide clinical benefits that are similar to existing therapies while a) avoiding serious toxicity present in existing therapies and/or b) avoiding less serious toxicity, common to the therapy, which results in the discontinuation of treatment of a serious disease; or,

· the ability to provide similar benefit to existing therapies while demonstrating improvement in a factor that has been shown to be significant during the conduct of the pivotal trial. 



[bookmark: _Toc192307]2.1.5 Product Eligibility Criterion #4: Evidence That the Drug Addresses a Health Care System Need by Delivering High Clinical Benefit for Public Health or Significantly High Clinical Benefit for Patients   

Health care system needs vary among regions, populations and between countries. Additionally, these needs will change over time, as technologies advance and clinical practice evolves. Therefore, while some illustrative examples are provided below, each application will be assessed on a case-by-case basis. In all cases, sponsors claiming that their product meets this criterion should provide information substantiating this claim for benefit to the current Canadian clinical context, including information based on consultation with relevant patient groups and clinical experts where applicable.   

Public health needs can include urgent or immediate needs, as well as long term needs. 

Examples of products which could provide a clinical benefit for an ongoing public health need could include new drug submissions in aid of combatting the opioid crisis, novel human products which target relevant pathogens, such as those on the Pathogens of Interest List or which otherwise aid in combatting antimicrobial resistance, or drugs made available through the Access to Drugs in Exceptional Circumstances regulatory pathway where the urgent public health need is ongoing.

With respect to significant high clinical benefit for patients (in addition to the existing requirements for treatment of serious disorders), both clinical and statistical significance of outcome measures should be demonstrated. Treatment outcomes providing benefit for patients may include reduction of treatment burden related to reduced hospitalization time or less invasive or less time-consuming treatment related to improvements in the mode of product administration. Drugs with an indication targeting certain populations such as pediatrics (especially formulations where available adult formulations are unsuitable for pediatric use) or treatments for rare diseases may also qualify under this criterion.



[bookmark: _Toc192308]2.2 Substantial Evidence – Eligibility for Notice of Compliance (NOC)

In general, Health Canada views substantial evidence of clinical effectiveness as evidence consisting of at least two adequate and well-controlled clinical studies, each convincing on its own to establish effectiveness of the drug involved. The effectiveness of the therapy would be assessed by experts qualified by scientific training and experience to evaluate the effect of the drug in treating the represented indication under the conditions of use prescribed, recommended or suggested in the labelling or proposed labelling thereof.

In some instances, clinical evidence consisting of a single, large-scale, adequate and well-controlled study or one pivotal trial and additional clinical evidence may be deemed "substantial". Additional clinical evidence could include literature review, expert opinions, panels or pharmacokinetic/pharmacodynamic studies.



[bookmark: _Toc192309]2.3 Promising Evidence - Eligibility for Conditional Approval (NOC/c)

For some serious conditions, available data on the efficacy of a product may be limited due to small numbers of patients who are eligible for participation in clinical trials, or due to incomplete data on final outcomes such as morbidity and mortality. In these cases, use of surrogate markers may be acceptable.

Surrogate markers or endpoints can be expected to predict an effect of a drug on recognized clinical outcomes such as morbidity and mortality. For example, in some oncology settings, progression-free survival may be considered sufficient evidence of efficacy that may ultimately reflect overall survival. Similarly, the effectiveness of vaccines is premised on the production of antibodies to provide immunity against disease. 

In some instances, sufficient cumulative testing has been done to substantiate that an effect on a surrogate marker is predictive of clinical benefit. However, until surrogate markers can be validated, evidence of the effect of a drug on non-validated surrogate markers cannot replace data that demonstrate an effect on recognized clinical endpoints. 

Where acceptable promising evidence is available, a Notice of Compliance with conditions (NOC/c) provides a mechanism for early access to a drug product with promising clinical benefit, providing that it possesses an acceptable safety profile based on a benefit/risk assessment, is found to be of high quality with respect to chemistry and manufacturing data, and that commitments are made by the sponsor to conduct additional confirmatory trials. Longer term data or additional trials with more substantive clinical outcome data may be used to fulfil these commitments. 



[bookmark: _Toc192310]2.4 Accelerated Review Process 

[bookmark: _Toc192311]2.4.1 Pre-Submission Meeting

Prior to filing a request for Accelerated Review status, sponsors should notify Health Canada of their intent to request consideration to file under this pathway by contacting the appropriate Centre/Bureau of the appropriate Directorate, and are encouraged to request a pre-submission meeting, either face-to-face or via teleconference, to outline the evidence of effectiveness to be provided in the submission as well as discuss potential eligibility for Accelerated Review status. 

Determination regarding eligibility for Accelerated Review status will not be made at the pre-submission meeting, as discussions that occur during this meeting will serve to inform Health Canada’s decision.

Please refer to Health Canada’s Guidance for Industry: Management of Drug Submissions for contact information for the Regulatory Division/Office of the appropriate review Directorate.



[bookmark: _Toc192312]2.4.2 Submission of Clinical Assessment Package and Determination of Product Eligibility for Accelerated Review 



For the purposes of this consultation, Health Canada is presenting two different processes (Option A and Option B) for consideration, involving the submission and review of the Clinical Assessment Package (CAP). Please provide feedback on these options, including operational and technical considerations. This feedback will be considered and reflected in the final Guidance Document: Accelerated Review of Human Drug Submissions. Related changes will be made to the Guidance for Industry: Management of Drug Submissions and any other implicated documents at the time of finalization. Until that time, current processes apply. 



[bookmark: _Toc192313]Option A - Perform Concurrent Screening and CAP Assessment

In order to streamline submission timelines as much as possible, Health Canada will implement processes to conduct concurrent submission screening along with review of eligibility for Accelerated Review. Sponsors will file the drug submission and a clinical assessment package (CAP) simultaneously. Therefore, the review pathway will only be determined after the submission has been filed.

The timelines for the screening and review of the original submission is up to 235 calendar days: 10 days administrative processing; 45 days screening and concurrent determination of eligibility for Accelerated Review; 180 days submission review. These timelines would also apply for the subsequent screening and review of the response to a Notice of Deficiency (NOD).

The timeline for the subsequent screening and review of the response to a Notice of Non-compliance (NON) is up to 145 calendar days (10 days processing, 45 days screening, 90 days review).

Sponsor files request for Accelerated Review status with CAP and submission

Acceptable on screening and Accelerated Review status granted

Screening; concurrent CAP assessment – 45 days to notify sponsor 

Possible outcomes

NOC

NOC/c - QN

NOD

NON

Acceptable on screening and Accelerated Review status denied

Processing - 10 days

Review

Review target 180 days

Review target 300 days

Response must be filed within 30 days. Review target 30 days





































The sponsor is required to submit a request for Accelerated Review status with a completed Clinical Assessment Package (CAP) in a format similar to that outlined in Appendix 1. The sponsor should clearly identify whether they are requesting eligibility for NOC or a NOC/c authorization. Incomplete packages or requests received in advance or subsequent to the arrival of the submission will not be accepted. 

The sponsor will submit the Accelerated Review request and the full drug submission directly to OSIP or through the Common Electronic Submission Gateway. 

Office of Submissions and Intellectual Property (OSIP)

E-mail: OSIP-BPPI@hc-sc.gc.ca



Accelerated Review requests and drug submissions should be filed in the eCTD format according to the Guidance Document: Preparation of Drug Regulatory Activities in eCTD Format. Accelerated Review requests will be assessed based on products and information available at the time the request is received and within the context of the disease for which the therapy is indicated. Packages will not be assessed based on comparator therapies at the time the pivotal trials were initiated.

The CAP and submission will be forwarded to the appropriate review Directorate where the CAP will be assigned to the relevant review division/bureau for assessment. This takes place while the submission undergoes screening. The evaluation team may, on occasion, request additional supporting information to support and clarify the information provided in the Accelerated Review request. The sponsor is required to submit, within two (2) business days of a request, any supplementary information needed to assist in the assessment. In the event that supplementary information is not received within the above period, the decision to grant or deny a request for Accelerated Review status will be based on the information provided in the original request, subject to the interpretation of Health Canada evaluators.

Health Canada will notify the sponsor of the decision to grant or deny Accelerated Review status within 45 calendar days following processing of the request. If granted, the Accelerated Review will commence following screening acceptance. 



[bookmark: _Toc192315]Option B – Use Current Priority Review Steps and Timelines for All Submissions

Accelerated review will be based on the processes used under the Priority Review policy, where determination of product eligibility for Accelerated Review is made prior to the submission being accepted into review, based on the review of a Clinical Assessment Package. 

The timelines for the screening and review of the original submission is up to 305 calendar days: 30 day CAP assessment; 60 days for sponsor to file submission; 10 days administrative processing; 25 days screening; 180 days submission review. 

The timelines for the subsequent screening and review of the response to an Accelerated Submission Notice of Deficiency (NOD) is up to 215 calendar days: 10 days administrative processing; 25 days screening; 180 days submission review.

The timelines for the subsequent screening and review of the response to an Accelerated Submission Notice of Non-compliance (NON) is up to 125 calendar days: 10 days administrative processing; 25 days screening; 90 days submission review.





















Sponsor files request for Accelerated Review status with CAP 

Screening – 25 days

Possible outcomes

NOC

NOC/c - QN

NOC with conditions

NOD

NON

Processing - 10 days

Review - 180 day target

HC review of CAP; 30 days to notify sponsor of decision 



Sponsor files submission within 60 days of HC issuing Acceptance Letter

Sponsor files response to QN within 30 days.

Review target 30 days

















































The sponsor is required to submit a request for Accelerated Review status and a completed Clinical Assessment Package (CAP) containing all of the elements outlined in Appendix 1, in advance of filing of the drug submission. The sponsor should clearly identify whether they are requesting eligibility for NOC or a NOC/c approval. Incomplete packages or requests received subsequent to, or concurrent with the arrival of the submission will not be accepted. 

The sponsor will submit the Accelerated Review request directly to OSIP or through the Common Electronic Submission Gateway within 60 calendar days of initial pre-submission meeting, if one is held. 

Office of Submissions and Intellectual Property (OSIP)

E-mail: OSIP-BPPI@hc-sc.gc.ca





Accelerated Review requests should be filed in the eCTD format according to the Guidance Document: Preparation of Drug Regulatory Activities in eCTD Format. Accelerated Review requests will be assessed based on products and information available at the time the request is received and within the context of the disease for which the therapy is indicated. Packages will not be assessed based on comparator therapies at the time the pivotal trials were initiated.

The CAP is then forwarded to the appropriate review Directorate where it will be assigned to the relevant review division/bureau for assessment. The evaluation team may, on occasion, request additional supporting information to support and clarify the information provided in the Accelerated Review request. The sponsor is required to submit, within two (2) business days of a request, any supplementary information needed to assist in the assessment. In the event that supplementary information is not received within the above period, the decision to grant or deny a request for Accelerated Review status will be based on the information provided in the original request, subject to the interpretation of Health Canada evaluators.

Health Canada will notify the sponsor of the decision to grant or deny Accelerated Review status within 30 calendar days following processing of the request. If granted, the sponsor must submit the full drug submission to Health Canada within 60 calendar days of, but not prior to, the date of issuance of the Accelerated Review Status Granted Letter, in order to maintain Accelerated Review status. 

Submissions received in advance of the Accelerated Review Status Granted Letter will undergo screening and, if found acceptable, shall enter the review queue as a non-accelerated submission. The ongoing review of an Accelerated Request (CAP) related to the submission shall cease immediately upon receipt of the submission.



[bookmark: _Toc192316]2.4.3 Rejection/Reconsideration

A request for Accelerated Review status may be denied for reasons including, but not limited to, the following:

· failure to provide the information outlined in Sections 2.2.2 and Appendix 1;

· failure to demonstrate that the product satisfies the criteria outlined in Section 1.2;

· failure to adhere to request filing procedures outlined in section 2.4.2. 

The following are not acceptable rationales for denial of an Accelerated Review request:

· the existence of a submission for a similar indication is undergoing review with Health Canada;

· approval of a product for the same indication, where the product is not available for sale in Canada, or has been available for sale in Canada for a year or less;

· off-label use of a product already marketed in Canada for the proposed indication; and,

· disclosure of a sponsor's inability to market the product in a timely manner following approval (refer to Section 2.4.4).

In the event that an initial Request for Accelerated Review status is denied, sponsors may file a Request for Reconsideration of the decision within 30 calendar days, in accordance with the procedure outlined in the Health Canada's Guidance for Industry Reconsideration of Final Decisions Issued for Human Drug Submissions. 

As per section 5.1 of Health Canada's Guidance for Industry Reconsideration of Final Decisions Issued for Human Drug Submissions, the denial of either a first or second Accelerated Review request is eligible for Reconsideration. However, sponsors may only file a Request for Reconsideration of the first denial or file a second Request for Accelerated Review status - they may not file both.



Option A - Perform Concurrent Screening and CAP Assessment:
The submission review will commence while the Reconsideration of a denial is underway. In the event that Accelerated Review status is granted as a result of a Request for Reconsideration, the review target will be adjusted accordingly from the date upon which screening acceptance was issued.


Option B – Use Current Priority Review Steps and Timelines for All Submissions:
A submission may be filed with the appropriate review Directorate and undergo screening while the Reconsideration of a denial is underway. In the event that Accelerated Review status is granted as a result of a Request for Reconsideration, the review target will be adjusted accordingly from the date upon which screening acceptance was issued.

Instead of filing a Request for Reconsideration, sponsors may choose to file a second request for Accelerated Review, for additional consideration for the same indication, following a period of 60 days from the date of the original request, providing the submission has not yet been filed. New information in support of the Accelerated Review status of the submission must be evident, i.e. results of ongoing clinical trials. Failure to provide new information will result in denial of the request. Re-analysis of data to address reasons for the denial of the original request falls within the scope of the Reconsideration procedure and may not be used as the basis for a second request.

In the event that the second request for Accelerated Review Status is denied, for the same indication, no further requests will be accepted. In the event that the second Request for Accelerated Review status is denied, sponsors may appeal the decision and file a Request for Reconsideration of the second decision.



[bookmark: _Toc192317]2.4.4 Submission and Review

When received, it is expected that the submission will contain the information and material for the purposes of Division 8, Part C of the Food and Drug Regulations and be subject to the Guidance Document: Management of Drug Submissions and Applications. 

Option A - Perform Concurrent Screening and CAP Assessment:
The submission will be screened as per usual practice. Sponsors will be requested to remove any information not pertaining to the indication(s) for which Accelerated Review was granted within 15 days of the submission being accepted in to review. 

Option B – Use Current Priority Review Steps and Timelines for All Submissions:
The submission will be screened as per usual practice. A Screening Deficiency Notice (SDN) may be issued to request the removal of any information not pertaining to the indication(s) for which Accelerated Review was granted. 


Sponsors are strongly encouraged to consider participating in an aligned review between Health Canada and health technology assessment organizations. For additional information related to this process, please refer to Health Canada’s Notice to industry: Aligned reviews between Health Canada and health technology assessment organizations

As indicated in the policy statement, the intent of an Accelerated Review is to expedite availability of critical drugs needed by Canadian patients and the health care system, and this process relies on intensive use of Health Canada resources which are also responsible for the review of other products. It is therefore also expected that sponsors intend and will be capable of marketing the product in a timely fashion (e.g., 30 - 60 days) after Notice of Compliance (NOC) or Notice of Compliance with Conditions (NOC/c) is granted, and sponsors are requested to indicate this in their CAP. However, Health Canada acknowledges that occasional delays in marketing, particularly for biological products, may result from sourcing delays, lot release issues and other legitimate circumstances. 

Although every attempt is made to commence review of the Accelerated submission in an expedited manner, the policy does not preclude staff from working on other projects.
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Accelerated Review status will be re-evaluated upon issuance of a Notice of Deficiency (NOD) or Notice of Non-Compliance (NON). Sponsors will receive formal notification should Health Canada decide to revoke Accelerated Review status based on whether the conditions precedent for Accelerated Review status still apply.

Due to the impractical nature of ceasing a review once initiated, and in the interests of enhanced transparency, submission review will continue until such time as a NOD/NON is issued, regardless of the issuance of a NOC and subsequent marketing for a product with the same indication.
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When the data submitted have been reviewed and are determined to qualify for a NOC/c authorization, the appropriate Directorate will contact the sponsor to discuss particulars of the submission, commitments and potential considerations. Following discussions with the sponsor, Health Canada will issue a Notice of Compliance with Conditions Qualifying Notice (NOC/c - QN). The NOC/c - QN will indicate that the submission qualifies for a NOC, with conditions, and outline the additional clinical evidence to be provided in confirmatory trials, post-market surveillance responsibilities and any requirements related to advertising, labelling, and distribution. Submission review will cease upon issuance of the NOC/c - QN. 

Responses to a NOC/c - QN must be sent to the appropriate Directorate within 30 calendar days of NOC/c - QN issuance, and must include the following:

a.  A letter signed by the Chief Executive Officer, or designated signing authority, indicating if the sponsor agrees to have the submission considered under a NOC/c authorization. In agreeing to accept a Notice of Compliance with Conditions (NOC/c) the sponsor consents to the posting of the NOC/c-QN on Health Canada's website once market authorization has been received. *Note: In the event that the sponsor does not wish to have the submission considered for a NOC/c, a Notice of Non-Compliance (NON) may be issued

Additional post-market surveillance commitments, requirements on advertising and distribution, and a commitment to carry out any requested clinical trials to confirm the clinical benefit of the product are requirements associated with a NOC qualifying under the NOC/c policy. As such, in order to proceed with further consideration, the sponsor must first provide a letter indicating agreement to have the submission considered as such. Submissions will also be subject to applicable fee regulations.

b. A draft Letter of Undertaking signed by the Chief Executive Officer of the sponsor, or designated signing authority

Prior to authorization of the submission, sponsors must submit a draft Letter of Undertaking signed by the Chief Executive Officer, or designated signing authority, with the required content and in a format that is satisfactory to Health Canada. The intent of the undertakings is to further characterize the benefit of the drug while monitoring the risk so as to ensure a favourable benefit-risk profile. Any outstanding known or potential risks identified in the pre-market assessment should be addressed through pharmacovigilance tools acceptable to Health Canada, such as the Risk Management Plan.  A sample template for a Letter of Undertaking is provided in Appendix 2.

c. If applicable, an initial outline of proposed confirmatory trials and a rationale bridging the "Promising Clinical Evidence" with the proposed confirmatory trials. Similarly, an initial outline of any agreed-upon safety monitoring trials

The sponsor is required to provide a synopsis/outline of confirmatory trials (design, population, etc.) to verify the drug's clinical benefit as well as a rationale linking the anticipated outcome of the confirmatory trial with the indication and effectiveness claims for which "promising clinical evidence" was received. Anticipated timeframes for initiation and completion of confirmatory trials should also be included. Inclusion of this information in the initial submission is beneficial, when a sponsor considers that their product might qualify for NOC/c.

It is recognized that when authorization by way of NOC/c is granted, confirmatory trials may already be underway in Canada or other jurisdictions. Such trials may be accepted at the discretion of Health Canada. Factors for consideration include trial design, clinical endpoints and safety measures. Where ongoing trials do not directly correspond to confirmatory trials requested in the NOC/c - QN, the ongoing trials must be bridged, with accompanying rationale, to the anticipated outcomes of the requested confirmatory trials.

It should be noted that requirements for confirmatory trials may also apply to Abbreviated New Drug Submissions or Supplement to an Abbreviated New Drug Submissions where Health Canada has determined that confirmatory trials are appropriate.
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Upon receipt of the sponsor’s response to the NOC/c – QN, Health Canada will commence a review of the additional information provided, which is subject to a 30 day calendar review target. Should the information be considered acceptable, Health Canada will finalize, with the sponsor, the conditions associated with issuance of the NOC as well as the Letter of Undertaking.

Upon authorization, the NOC/c – QN posted to the Health Canada website will have all proprietary information redacted.

For NDSs or SNDSs reviewed and receiving a NOC/c authorization, or for ANDSs or SANDSs where confirmatory trials are required, the NOC will be issued with the notation:

You have undertaken to conduct timely, well designed studies to verify the clinical benefit of this drug. You have also undertaken to provide appropriate educational material and comply with any post-market surveillance commitments and advertising, labelling and distribution requirements placed on the drug. Failure to comply with any one or all of these undertakings may be interpreted as suggesting, inter alia, the possibility of insufficient evidence, at that time, to establish the effectiveness of the drug for the purposes recommended. Accordingly, consideration will be given to regulatory action, removing the product from the market under the authority of the Food and Drug Regulations.

For ANDSs or SANDSs reviewed and granted NOC/c authorization where no confirmatory trials are required, the NOC will be issued with the following notation:

You have undertaken to provide appropriate educational material and comply with any post-market surveillance commitments and advertising, labelling and distribution requirements placed on the drug. Failure to comply with any one or all of these undertakings can result in potential regulatory action in order remove the product from the market under the authority of the Food and Drug Regulations.
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For products issued a NOC/c, a Notice of Market Authorization with Conditions will be communicated in Health Canada’s Health Product InfoWatch in the month following issuance of the NOC/c. The InfoWatch communication will be posted on the Health Canada website and will be disseminated to key health care groups.

The Notice of Market Authorization with Conditions will be completed by Health Canada and a copy will be sent to the sponsor two business days prior to publication. The sponsor will have the opportunity to verify the accuracy of the information in the Notice during this two day period.
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Sponsors must undertake to design and carry out confirmatory trials to verify the clinical benefit of the drug. The nature and scope of the confirmatory trials must be acceptable to Health Canada. Details pertaining to the above will be agreed upon in discussions between Health Canada and the sponsors during review of the initial submission and/or the response to the NOC/c - QN. The sponsor must also undertake to carry out any such trials in accordance with established scientific standards and the trials must be well designed as well as initiated in a timely fashion.



Requirements for confirmatory trials may also apply to Abbreviated New Drug Submissions or Supplement to an Abbreviated New Drug Submissions where Health Canada has determined that confirmatory trials are appropriate.
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Sponsors will be required to submit to Health Canada, on an annual basis, status reports on the progress of ongoing confirmatory trials. The annual status report should be submitted within 60 calendar days of the market authorization anniversary or a date agreed upon at the time of the issuance of the market authorization. The details of the requirements for filing and termination of the annual status report will be outlined in the Letter of Undertaking. 

A sample template for the status report for ongoing confirmatory trials is provided in Appendix 3.
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Products authorized with conditions are subject to enhanced advertising and labelling requirements. The term advertising includes promotional labelling and advertisements. Examples include, but are not limited to, brochures, booklets, detailing pieces, bulletins, calendars, motion pictures and slides, materials published in journals, magazines, other periodicals, and newspapers, and advertisements broadcast through media such as radio, television, the internet and telephone communication systems.  The term label is defined in the Food and Drugs Act as: “… any legend, word or mark attached to, included in, belonging to or accompanying any food, drug, cosmetic device or package”.

Sponsors are requested to receive pre-clearance by an Advertising Preclearance Agency recognized by Health Canada for advertising material for all health products directed to health professionals.  For further information, refer to Health Canada’s List of Canadian Advertising Preclearance Agencies.



The display portion of all advertising material, as well as all labelling material, for products authorized with conditions must contain boxed text with prominent disclosure of the nature of the market authorization granted and the need to conduct trials to confirm its clinical benefit.

Example:

		"<Brand name>, indicated for <...>, has been issued marketing authorization with conditions, pending the results of trials to verify its clinical benefit. Patients should be advised of the nature of the authorization."







Advertising material must be consistent with the specific restrictions or conditions specified in the Canadian product monograph. Clear disclosure of any statements in the product monograph or labelling that the indication is based on surrogate endpoints and that the clinical benefit has not been confirmed is required. At the discretion of Health Canada, sponsors may also be required to commit to individual labelling restrictions on a case-by-case basis.  For additional information refer to the Guidance Document: Product Monograph and the accompanying Product Monograph Template: Notice of Compliance with Conditions. 

Additionally, package labelling requirements will be assessed based on their use (e.g., hospital setting, physician administered), indication (multiple or singular) and other potential considerations.
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The conditions associated with authorization of a product, for a particular indication, will remain until the commitments have been fulfilled and authorized by Health Canada. Prior to the removal of conditions from the NOC, subsequent submissions will be managed as follows:

i. Supplemental changes that rely on the safety and efficacy data of the original submission, for which conditional authorization was granted will be processed as SNDSs and if authorized, will receive a NOC/c. Examples include, but are not limited to, submissions for a new strength or formulation;

ii. Administrative changes in product and/or manufacturer name which therefore rely on the safety and efficacy data of the original submission, will receive a NOC/c  if authorized; and

iii. Subsequent submissions for a new indication must demonstrate efficacy, safety and clinical pharmacology independent of the original submission. As such, upon outcome of a review of the data provided, such submissions may qualify for a NOC, with or without conditions. Submissions should be filed as Supplement to a New Drug Submissions (SNDSs) cross-referencing the chemistry and manufacturing, pre-clinical and clinical pharmacology (if appropriate) data from the original submission.

Sponsors must clearly indicate, upon filing, the NOC/c status of an originating submission (if applicable).

In the event of revocation or suspension of the original NOC, appropriate action will be taken for all subsequent submissions which rely on efficacy and safety information provided in the original application.

Sponsors wishing additional clarification on filing and processing of subsequent submissions are advised to contact the Regulatory Division/Office of the appropriate review Directorate.
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Results from confirmatory trials must be submitted in the form of a SNDS-c within the agreed-upon timeframe, as indicated in the Letter of Undertaking. In the event that there is more than one confirmatory trial underway, results of the trials may be submitted individually. Submissions will be handled in accordance with standard submission target timelines as outlined in the Guidance to Industry: Management of Drug Submissions and will be subject to applicable fees. Sponsors will receive notification regarding the outcome of each SNDS-c, however conditions associated with the NOC will remain until such time as all components outlined in the Letter of Undertaking are determined to be acceptable to Health Canada. 



Information contained within a SNDS-c must only address the original indication or condition of use for which the NOC/c was issued. Additional information, as well as revisions or expansions to the indication(s), are not acceptable and must be submitted within a separate SNDS, or a separate NDS with cross-reference to the chemistry and manufacturing information contained within the original application.

Additional trials related to safety as well as other remaining trials should be submitted as the appropriate submission type in accordance with the Food and Drug Regulations and the Post-Notice of Compliance (NOC) Changes: Safety and Efficacy Document.

A sponsor must also file a submission with Health Canada if wanting to seek authorization for changes to any of the representations made with respect to the drug. In accordance with the Food and Drug Regulations Section C.08.003(2)(h) data that would enhance the safe use of the drug resulting in an amendment to the wordings in the Contraindications, Warnings and Precautions and/or Adverse Reactions sections of the Product Monograph should be submitted to Health Canada as soon as the data are available.

Submissions should be directed according to the Guidance Document: Management of Drug Submissions and Applications.



[bookmark: _Toc192329]2.6.6 Overseeing Commitments

Terminating Conditions or Restrictions

NDS / SNDS or ANDS / SANDS where confirmatory trials were requested:

As outlined in their Letter of Undertaking, sponsors must submit the results from confirmatory trials to Health Canada for review. The Directorate(s) may determine, on the basis of a comprehensive review of the information submitted by the sponsor, that any one or all of the undertakings have been satisfied. In instances where all the undertakings have been satisfied, and the clinical benefit of the drug has been confirmed, conditions associated with the NOC will be removed by Health Canada.

ANDS / SANDS where confirmatory trials were not requested:

Conditions associated with the NOC for a generic pharmaceutical will be removed by Health Canada once the clinical benefit has been confirmed for the Canadian Reference Product (CRP) and the conditions associated with the NOC for the CRP are also removed. The sponsor must submit a SANDS-c (labelling only) to remove the conditions within 90 calendar days.  Sponsors are responsible to monitor the NOC database and most recent Product Monographs for any updates posted for the Canadian Reference Product.

Negotiating a New Letter of Undertaking

If, based on the outcome of a review, not all undertakings have been satisfied, or, in the event that sponsors foresee an inability to adhere to the agreed upon trials or timelines for commencement or completion of confirmatory trials (as outlined in the Letter of Undertaking), the sponsor will be required to submit a new Letter of Undertaking to Health Canada for review and approval. The sponsor must also submit an accompanying cover letter to the Director of the appropriate review area requesting a change in the agreed-upon confirmatory trials and/or an extension to the timelines, along with a rationale for the request.

Failure to Satisfy Conditions

All authorized products, including those with conditions, are subject to the provisions within the Food and Drugs Act and Regulations. For products granted a NOC/c, failure to comply with any of the undertakings contained within the Letter of Undertaking may result in the issuance of a C.01.013 letter or Health Canada advising that the drug or the indication authorized under the NOC/c be removed from the market. Enforcement capabilities outlined within the Food and Drug Regulations include the following:

i. Failure of a sponsor to undertake or complete a confirmatory trial may provide Health Canada with reason to suspect the product is unsafe or ineffective at that time. Failure to provide results of a confirmatory trial by a specified date may also be interpreted as suggesting the possibility of insufficient evidence, at the time, for establishing the effectiveness of the drug for the purposes recommended. In either case, consideration will then be given to the Director to invoke section C.01.013 of the Food and Drug Regulations;

ii. Failure of confirmatory trials to demonstrate clinical benefit and/or if such trials raise safety concerns about the drug, may result in the regulator exercising section C.08.006(2) 

At the discretion of Health Canada and consistent with the regulation of all marketed products, the following may be discussed with the sponsor and evaluated on a case-by-case basis:

· restriction of patient population or distribution for which the drug was authorized (i.e., limiting prescribing information);

· dissemination of further educational material for informed use; or

· enhanced post-market surveillance analysis.

Where a decision is taken by Health Canada to request a stop sale for an indication authorized with a NOC/c, or when the sponsor recalls the drug from the market, a SNDS-c will only be accepted by Health Canada for review if data are presented that support all outstanding conditions as specified in the Letter of Undertaking from the original NOC with conditions.
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A NOC/c authorization may be issued for an ANDS or SANDS if the innovative drug has been issued a NOC/c, and its sponsor has yet to fulfill the conditions outlined in their Letter of Undertaking. In these situations, the innovative drug may be used as a Canadian Reference Product (CRP). ANDSs or SANDSs that reference a CRP with NOC/c status will be subject to the standard review timeline of 180 calendar days. 

In circumstances where an ANDS or SANDS submission references a CRP, and the confirmatory trial(s) are ongoing or have not yet been submitted or reviewed by Health Canada, the subsequent-entry drug submission shall:

a. contain all the information and material to comply with the requirements of sections C.08.002.1 and C.08.005.1, pursuant to section C.08.004 of the Food and Drug Regulations; and

b. pursuant to section C.08.002.1(3)(d) of the Food and Drug Regulations, the sponsor for the ANDS or SANDS will be requested to provide undertakings similar, but not necessarily identical, to those required for the sponsor of the CRP.

Prior to authorization, undertakings for the sponsor of an ANDS or SANDS will, at minimum, include:

· enhanced post-market surveillance and reporting for the purposes of monitoring the safety of the drug product;

· a Product Monograph, Consumer Information Section/Patient Medication Information Section and labelling that clearly highlights the conditions under which the drug product is authorized, thus assuring the safe use of the drug product. The sponsor may also be requested to undertake to comply with restrictions imposed by Health Canada on the advertisement and/or distribution of the drug; and

· preparation of educational material including the Consumer Information Section/Patient Medication Information Section for distribution to patients/caregivers.

The sponsor for an ANDS or SANDS may also be requested to undertake in writing to design, carry out and report on confirmatory trials to verify the clinical benefit of the drug. The necessity to conduct confirmatory trials by generic pharmaceutical sponsors will be decided on a case-by-case basis through an appropriate review area evaluation. An example of the necessity to conduct a confirmatory trial by a generic pharmaceutical sponsor includes a circumstance where the sponsor for the CRP withdraws their drug from the market prior to completing and/or submitting the confirmatory trial(s). In this instance the sponsor may be requested to provide data to verify the clinical benefit. The need and content of the trial would be re-assessed as per C.08.002.1(3)(d). Similar to the CRP, the details of the undertakings to confirm the clinical benefit will be detailed by the sponsor in their Letter of Undertaking or amendment to the Letter of Undertaking. The Letter of Undertaking must meet the satisfaction of Health Canada prior to approval.

Generic pharmaceutical sponsors will not automatically be requested to complete the confirmatory trials. Consideration will be given to such factors as the status of the original confirmatory trial(s); the potential to affect subject recruitment in both the original and subsequent confirmatory trials; potential competition for the same and possibly limited human and material research resources needed to conduct the trial; and ethical considerations for requesting a duplicative trial. Health Canada's goal in these considerations is to avoid unnecessary delay of the completion of confirmatory trials, and to avoid possibly undermining the objective to create mechanisms for the appropriate completion of confirmatory trials to verify the clinical benefit of a drug.
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Regardless of whether a product qualifies for NOC or NOC/c, sponsors are required to meet all post-market safety monitoring responsibilities under the Food and Drug Regulations, including preparation of annual summary reports and adverse reaction reporting. Additional reporting may be required for products receiving a NOC/c; these requirements will be specified in the Letter of Undertaking. 
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The Clinical Assessment Package (CAP) should be no longer than 20 pages in length and should include the following elements (headings in bold text). Text in italics is provided as guidance for content and should be removed from completed document. 

		Date of request for Accelerated Review: 



		Sponsor:

Contact Information:



		Section 1: Product Information:



		Proper or Common Name of product and proposed Brand Name (if known):





		Regulatory Status of the Drug Worldwide:

Indicate whether product is authorized in other jurisdictions, including date of authorizations and whether any conditional authorizations have been granted. Include details of authorized indications.  

Indicate whether product is currently under review in other jurisdictions.



		Specific Indication(s) Sought:

In many instances numerous indications for one drug are presented, however Accelerated status will only be granted on the basis of applicable indications. Sponsors are requested to present the strongest case for Accelerated Review status and no others, e.g., for antibiotic therapies, the nature of the microorganism and/or disease site against which the antibiotic provides resistance should be indicated. Do not list all indications (e.g. all microorganisms). List only the indication for which Accelerated Review status is warranted.

Sponsors filing submissions containing multiple related indications or uses should contact the Submission Management Division /Unit of the appropriate review Directorate to discuss the submission filing.

Sponsors of submissions with multiple unrelated indications are required to submit an Accelerated Review Request for each indication. Sponsors will be requested to remove non-accelerated indications from the package and submit as a separate NDS, including complete chemistry and manufacturing information.



		Request Type:

|_|  Eligibility for Accelerated Review for Notice of Compliance (NOC)

|_|  Eligibility for Accelerated Review for Notice of Compliance with Conditions (NOC/c)

Refer to Sections 2.2 and 2.3 this guidance document for further information



		Product Eligibility: Treatment of a Serious, Life-threatening, or Severely Debilitating Disease or Condition 

Provide a brief description of the disease or condition and the clinical context within which the product will be used to support the request. Indicate briefly how the product will add to the clinical management of the disease or condition.



		Product Eligibility Criterion #1:  Effective treatment, prevention or diagnosis of a disease for which no drug is marketed in Canada

Describe how the drug satisfies an unmet medical need for treatment, prevention or diagnosis of the disease state as outlined in Section 2.1.2. It must be clearly indicated that no other drug which provides the same therapeutic profile is available on the Canadian market and, where applicable, that there are no available non-drug therapies.



		Product Eligibility Criterion #2: Effective treatment, prevention or diagnosis of a disease for which an existing drug has been on the Canadian market for 12 months or less 

Discuss the marketing status of any existing drugs on the Canadian market with the same indication.  Any drug product seeking the accelerated review must exhibit the same or better safety and efficacy profile as others on the market.  



		Product Eligibility Criterion #3: Significant increase in efficacy and/or significant decrease in risk such that the overall benefit/risk profile is improved over existing therapies, preventatives or diagnostic agents for a disease or condition that is not adequately managed by a drug marketed in Canada

Provide a rationale for the overall improvement in benefit/risk profile over therapies currently available on the Canadian market.



		Product Eligibility Criterion #4: Evidence that the drug addresses a health care system need by delivering high clinical benefit for public health or significantly high clinical benefit for patients   

Provide information relevant to the Canadian context, with appropriate references or data, including patient and clinician input. Clinical and statistical significance should be demonstrated to substantiate significant high clinical benefit for patients.



		Clinical Evidence:

Include the following:

1. Concise information about the studies to be submitted including design, patient population, number of patients withdrawn due to safety concerns or lack of efficacy, etc. This information may be presented in point form or in a tabular format;

2. Properly tabulated results demonstrating statistically significant and clinically relevant data in support of the claim, including brief discussion and comments on the results 

3. The status of ongoing studies. Should they be interim results (e.g. oncology products based on surrogate markers), provide anticipated completion dates.

The status of evidence (substantial vs promising) supporting the proposed indication to be included in the submission should be clearly discussed. Does the sponsor believe a Notice of Compliance with Conditions may be appropriate?



		References:

Up to twelve key references supporting the data/indication as cross-referenced in the Clinical Assessment Package should be provided. Any remaining references must be available on request within one business day.



		Additional Information (for information purposes only):

Do you intend to, and are you capable of, marketing the above product within 30-60 calendar days of authorization? 



Will this submission also be made through the aligned review process with CADTH/INESSS? 
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Prior to authorization, the sponsor is to submit a Letter of Undertaking which should include the following elements (headings in bold text). Text in italics is provided as guidance for content and should be removed from completed document.

		Sponsor:

Contact Information:



		Date: 



		Listing of Confirmatory Trials

Provide a list of confirmatory trials. The following phrase, or an acceptable alternate, must appear before the list:

"As per the Notice of Compliance with Conditions (NOC/c), we hereby agree to accept a NOC for <product name>, indicated for use in/as <...>. We also agree, as the condition for authorization of <product name> to submit to Health Canada, a Supplement to a New Drug Submission - Confirmatory (SNDS-C) which will include:"

Sponsors must provide an outline of confirmatory trials intended to verify the drug's clinical benefit including an indication of timeframes. Details pertaining to the above will be agreed upon in discussions between Health Canada and the sponsors. The sponsor must undertake to carry out any such trials in accordance with established scientific standards. The trials must be well designed and initiated in a timely fashion. Sponsors must also agree to submit an annual progress report.

Requirements for confirmatory trials may also apply to an ANDS or SANDS where the CRP is authorized with conditions.



		Post-market Surveillance Commitments

A paragraph must be provided wherein the sponsor shall include the provision to submit to Health Canada in writing a summary of significant change(s) or no change to the risk/benefit profile of the drug on an annual basis, until such time as the conditions have been fulfilled and removed from the NOC by Health Canada. In addition, the paragraph should include commitments regarding any enhanced post-market surveillance, as determined on a case-by-case basis following discussions between Health Canada and the sponsor.



		Advertising, Distribution and Labelling Requirements

A paragraph outlining agreed-upon advertising, labelling or distribution requirements imposed on the product must be included. All sponsors must clearly reflect and highlight the conditions under which the drug product is authorized in the Product Monograph, the Consumer Information Section/Patient Medication Information Section and/or the labelling for that product.



		Other Ongoing Clinical Trials

A complete listing of ongoing additional clinical trials related to the product should be provided in brief as an appendix to the Letter of Undertaking. All ongoing trials, apart from agreed-upon confirmatory trials, are to be filed to the appropriate review bureau/centre and classified in accordance with the Food and Drug Regulations and the Post Notice of Compliance (NOC) Changes Guidance documents.

Ongoing clinical trials are not necessarily linked to the conditions of the NOC/c submission. In all cases, safety aspects of ongoing trials cannot be excluded from the assessment of the submission.



		Regulatory Status of the Drug Worldwide:

Indicate whether product is authorized in other jurisdictions, including date of authorizations and whether any conditional authorizations have been granted. Include details of authorized indications.  

Indicate whether product is currently under review in other jurisdictions.
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		Sponsor:

Contact Information:



		Annual Status Report: Indicated the date this report is submitted.



		Product: BRAND NAME (active ingredients), oral, dosage form and strength



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



		Letter of Undertaking Date:  



		Description of Confirmatory Trial:

Trial Schedule:
Provide the following dates: Protocol approval date; Trial enrollment start date and conclusion date; Last patient evaluation date; Health Canada submission date.

Current Status:

Indicate the current status of the confirmatory trial(s) using to the terminology listed below; explain status changes and subsequent action taken, as applicable.

· Pending (the confirmatory trial has not been initiated by the sponsor)

· Ongoing (the confirmatory trial is proceeding according to the original schedule or is ahead of the schedule. The results of the confirmatory trials have not been submitted to Health Canada)

· Delayed (the progress of the confirmatory trial has fallen behind the original schedule. Examples of the delay status include difficulties in patient enrolment, delays in the analysis of the results, or delay in the filing of the submission (SNDS-c) to Health Canada)

· Terminated (the applicant ended the trial before completion, and has not yet submitted a final trial report to Health Canada. Examples of termination include termination of trial arms that are no longer feasible. 

·  Submitted (the sponsor has submitted a final trial report to Health Canada, and the submission is currently in review)

· Fulfilled (Health Canada has conducted the review of the final trial report filed as a SNDS-C and has issued a Notice of Compliance indicating the sponsor has met the commitment)
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COMMENTARY

“CRISPR babies”: What does this mean for

science and Canada?

Bartha Maria Knoppers JD PhD, Erika Kleiderman LLB BSc

M Cite as: CMAJ 2019 January 28;191:E91-2. doi: 10.1503/cmaj.181657

he response to the announcement in China on Nov. 25,

2018, of the “first clustered regularly interspaced short

palindromic repeats [CRISPR] babies” is reminiscent of
that surrounding the 1978 birth by in vitro fertilization of Louise
Brown, the “first test-tube baby.” Will this new form of gene edit-
ing, of genetic enhancement, of germline modification, or even
better, of “gene surgery” — as it was labelled by its creators, Dr. He
and colleagues — eventually become equally commonplace?

CRISPR gene-editing techniques are not new. But ethicists
and scientists around the world seem to have uniformly con-
demned the experiment. The genetic alteration of the 2 embryos
that were implanted and carried successfully to term was
reported to make the children resistant to possible future HIV
infection. The health of the babies, the success of the editing or,
indeed, the “gene surgery” itself were not scientifically validated
or peer reviewed.

The universal ethical condemnation of this experiment bears
examination, as do the implications for gene-editing research
generally and for policy guidance and laws in the field. The
ethical critiques can be grouped into 4 common themes: eugen-
ics, risks to children, failure of self-regulation and the “chilling
effect” on scientific research.

The spectre of eugenics is a common, historical leitmotif sur-
rounding genetic “innovations.” While often considered to be a
rote response, such discourses serve to remind us of the need to
discuss proposed genetic interventions prospectively. For
example, are these interventions aimed at serious, untreatable
conditions, or are they merely intended for the purposes of
enhancement (the latter being generally proscribed)?? In the
recently reported Chinese case, gene editing was used for cou-
ples in which the male partner was HIV positive and the female
was unaffected. HIV transmission can generally be prevented by
sperm washing before in vitro fertilization.

This ties in with the second theme: that of risks to future chil-
dren and parental freedoms. Today, recourse to in vitro fertiliza-
tion in the situation of infertility or serious genetic conditions is a
recognized medical treatment. In this situation, however, embryos
were altered (apparently unsuccessfully in 1 of the children) to
avoid the transmission of HIV to them and their future offspring. In
that sense, the personal, reproductive autonomy and desires of
the parents for biologically related offspring was the driver above

KEY POINTS

® Ethical critiques of the announcement of recent advances in
gene editing can be grouped into 4 broad categories: concern
about eugenics, considerations about the health risks to
children, allegations of the failure of professional self-regulation,
and concern about a “chilling effect” on scientific research.

® Basic research using germline modification should be permitted
if scientific standards are followed for preclinical evidence and
accuracy.

® Our current hybrid model of statutory law plus codes of ethics
for the governance of emerging biotechnologies is insufficient; it
should be complemented by models based on a human rights
approach.

considerations of possible health risks to their children. There was
no scientific validation of the possible off-target effects and safety
of the technique used. There are also no laws or policy that grant
access to in vitro fertilization solely for “biological relatedness” in
the absence of infertility or genetic indications.

Those who claim a failure of professional self-regulation
assume a lack of professional codes of conduct, which is a false
assumption. The failure here is not an absence of self-regulatory
mechanisms but of implementation of China’s own laws and
guidelines, which were not adhered to by He and colleagues.?
The international ethics community has opined on the subject of
gene editing and, in particular, germline modification since the
beginning of the Human Genome Project in the 1990s.* Like
human reproductive cloning, human germline modification of
embryos that are then implanted is not currently permitted. Cer-
tain countries, such as China, do, however, allow research on
embryos before 14 days, if notimplanted.®

In contrast, the “chilling effect” critique — that is, the fear
expressed that legitimate progress will be stifled — is real.
According to Francis Collins, “[s]hould such epic scientific misad-
ventures proceed, a technology with enormous promise for pre-
vention and treatment of disease will be overshadowed by justifi-
able public outrage, fear and disgust.”® Fortunately, the closing
statement of the Second International Summit on Human
Genome Editing in Hong Kong (at which Dr. He explained his
“gene surgery”), like other recent guidance, did not call for a
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cessation of human germline modification for research pur-
poses.”? It left the road open for a translational pathway for
germline editing research, as long as scientific standards were
followed for preclinical evidence and accuracy.”

In Canada, the 2004 Assisted Human Reproduction Act prohib-
its both the research and clinical applications of human germline
modification. Under section 5(1)(f) of the criminal law, it prohib-
its any alteration of “the genome of a cell of a human being or in
vitro embryo such that the alteration is capable of being trans-
mitted to descendants.” Any contravention leads to both a fine
and possible imprisonment, or both (s. 60). Yet, criminal bans are
generally not considered appropriate mechanisms for governing
science, as they often lack the necessary flexibility and nuance to
adjust to evolving technologies.!®!* Moreover, criminal law tends
to stifle any debate that addresses emerging socio-ethical and
scientific issues, to say nothing of basic research.

Perhaps the time has come to reorient our models of gover-
nance of emerging biotechnologies from reliance on the hybrid
model of statutory law plus codes of ethics. Gene-editing
research holds much promise for individuals, families and com-
munities at risk for serious genetic conditions. More importantly,
article 27 of the 1948 Universal Declaration of Human Rights gives
“[E]very one the right [...] to share in scientific advancement and
its benefits.” This right has been signed and ratified by 169 coun-
tries, including Canada, under the 1966 International Covenant
on Economic, Social and Cultural Rights. It includes not only the
freedom of science and the right to access its benefits, but also
the right to research. As a human right, it is legally actionable
against national governments such as Canada.?? It contains the
potential for a balanced consideration of the issues, above the
fray of personal “morality” arguments.

Human rights are universal and create positive obligations.
Canada’s criminal prohibition of basic research using human
germline modification is unnecessarily restrictive. We need a
renewed Canadian conversation. A novel human rights approach
would, as Juengst put it, “reorient our conversation from polic-
ing science to governing society and would shift our focus from
avoiding risks to protecting opportunities.”*
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