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CORONAVIRUS DISEASE (COVID-19)

REPORTING ADVERSE For the most up-to-date information on COVID-19, please visit the Government
REACTIONS of Canada Coronavirus disease (COVID-19) website Canada.ca/coronavirus,
Canada Vigilance Program which includes a dedicated section for healthcare professionals and for the
Online: Adverse Reaction and Medical health product industry.

Device Problem Reporting
Telephone: 1-866-234-2345
Fax or mail: Form available online

This monthly publication is intended primarily for healthcare professionals and includes information
on pharmaceuticals, biologics, medical devices and natural health products. It provides a summary of
SUBSCRIBE key health product safety information published in the previous month by Health Canada, as well as a

selection of new health product safety information meant to raise awareness. New information contained

To receive the Health Product InfoWatch
and notifications of health product
advisories electronically, subscribe to
MedEffect™ e-Notice or to MedEffect™

Canada RSS feeds. Canadﬂ

in this issue is not comprehensive but rather represents a selection of clinically relevant items warranting
enhanced dissemination.


https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-reporting.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-reporting.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/health-product-infowatch.html#a3
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/stay-informed-medeffect-canada/medeffect-canada-rss-feeds.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/stay-informed-medeffect-canada/medeffect-canada-rss-feeds.html
https://Canada.ca/coronavirus
https://www.canada.ca/en/public-health/services/diseases/2019-novel-coronavirus-infection/health-professionals.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/covid19-industry.html

The COVID-19 vaccines and treatments portal provides information for consumers, healthcare professionals and
researchers on vaccines and treatments authorized for COVID-19.

For information about adverse events following immunization that individuals have reported after receiving a
COVID-19 vaccine in Canada, new safety signals or other safety updates, please visit the COVID-19 vaccine safety
in Canada webpage. This page is updated weekly.

DRUG AND VACCINE AUTHORIZATIONS AND COMMUNICATIONS FOR COVID-19

Recent communications related to authorized COVID-19 vaccines and treatments are highlighted in this section.

Notice of Compliance for COVID-19 drugs and vaccines

On September 16, 2020, the Minister of Health signed the Interim Order Respecting the Importation, Sale and
Advertising of Drugs for Use in Relation to COVID-19 (Interim Order) to allow for the expedited authorization
of COVID-19 drugs and vaccines. The Interim Order expired on September 16, 2021, and products authorized
under the Interim Order can now be transitioned to the Food and Drug Regulations (FDR), after the market
authorization holder submits a New Drug Submission to Health Canada for review. The FDR were amended to
permit the same flexibilities provided by the Interim Order (e.g., rolling submissions, terms and conditions for
monitoring and pre-positioning). Authorization under the FDR will provide the companies with some additional
benefits, such as data protection. New COVID-19 products are eligible to apply directly to the FDR.

Pfizer-BioNTech COVID-19 Vaccine and COVID-19 Vaccine Moderna, originally authorized under the Interim
Order, have now been issued Notice of Compliance (NOC) under the FDR. These authorizations do not reflect any
change in the safety or efficacy profile of these products or in how they are administered, but are a transition in
the regulatory mechanism to allow continued access for Canadians to products that provide protection against
and treatment for COVID-19.

Brand name change for COVID-19 drugs and vaccines

The following COVID-19 vaccines have undergone a brand name change in September 2021 upon NOC issuance
or labelling update under the Interim Order:

New Brand name

Date of NOC issuance

Former brand name (as
authorized under the
Interim Order)

Date of Interim Order
authorization

Comirnaty (koe-mir’-na-tee)

September 16, 2021

Pfizer-BioNTech COVID-19
Vaccine

December 9, 2020

Spikevax

September 16, 2021

COVID-19 Vaccine Moderna

December 23, 2020

Vaxzevria

Pending*

AstraZeneca COVID-19
Vaccine

February 26, 2021

Interim Order.

* Brand name change from AstraZeneca COVID-19 Vaccine to Vaxzevria was authorized on September 15, 2021 under

Canadian product monographs for authorized vaccines and treatments for COVID-19 can be accessed through
the COVID-19 vaccines and treatments portal or Health Canada's Drug Product Database.
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https://covid-vaccine.canada.ca/
https://health-infobase.canada.ca/covid-19/vaccine-safety/
https://health-infobase.canada.ca/covid-19/vaccine-safety/
https://www.canada.ca/en/health-canada/services/drugs-health-products/covid19-industry/drugs-vaccines-treatments/authorization/list-drugs.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/covid19-industry/drugs-vaccines-treatments/interim-order-import-sale-advertising-drugs.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/covid19-industry/drugs-vaccines-treatments/interim-order-import-sale-advertising-drugs.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/applications-submissions/guidance-documents/food-drug-regulations-amendments-covid-19.html
https://covid-vaccine.canada.ca/
https://health-products.canada.ca/dpd-bdpp/index-eng.jsp

Veklury (remdesivir)

This safety review evaluated the risk of sinus bradycardia associated with Veklury (remdesivir). Health Canada's
review of the available information concluded that a link is possible. The Department will work with the
manufacturer of Veklury to update the Canadian product monograph to include the potential risk of sinus
bradycardia.

Summary Safety Review

MONTHLY RECAP OF HEALTH PRODUCT SAFETY INFORMATION

The following is a list of health product advisories, type | recalls and summaries of completed safety reviews
published in August 2021 by Health Canada.

For health product advisories related to COVID-19 vaccines and treatments, please see the Drug and vaccine
authorizations and communications for COVID-19 section.

Certain hand sanitizers
that may pose health
risks

Advisory

Fluoroquinolones

Summary Safety Review

Health products
manufactured by Eco-
Med Pharmaceuticals,
Inc.

Advisory

Health Professional Risk
Communication

Medical Device Recall
Drug Recall

Ivermectin

Advisory
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Health Canada advised Canadians that certain hand sanitizers were
recalled because they either contained ingredients that were not
permitted by Health Canada, were not properly labelled, were
unauthorized, or were missing important information.

This safety review evaluated the risk of heart valve regurgitation
associated with systemic or inhaled fluoroquinolone antibiotics
(ciprofloxacin-, levofloxacin-, moxifloxacin- and norfloxacin-containing
products). Health Canada's review of the available information did
not establish a link. Health Canada will continue to monitor safety
information involving fluoroquinolones.

Health Canada advised Canadians to stop using and discard all
products manufactured by Eco-Med Pharmaceuticals Inc. (ultrasound
gels, transmission and massage lotions, hand sanitizers and first aid
antiseptics) due to potential bacterial contamination with Burkholderia
stabilis. Health Canada has also communicated this information to
healthcare professionals.

Health Canada received concerning reports of the use of veterinary
ivermectin to prevent or treat COVID-19. Health Canada advised
Canadians not to use either the veterinary or human drug versions of
ivermectin to prevent or treat COVID-19.



https://hpr-rps.hres.ca/reg-content/summary-safety-review-detail.php?lang=en&linkID=SSR00271
http://www.healthycanadians.gc.ca/recall-alert-rappel-avis/index-eng.php?cat=3
https://hpr-rps.hres.ca/reg-content/resume-examen-innocuite.php?lang=en
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/75267a-eng.php
https://hpr-rps.hres.ca/reg-content/summary-safety-review-detail.php?lang=en&linkID=SSR00272
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76307a-eng.php
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76279a-eng.php
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76279a-eng.php
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76213r-eng.php
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76383r-eng.php
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76365a-eng.php

Teva Canada Ltd. and Sivem Pharmaceuticals ULC recalled 7 lots and
Losartan Sandoz Canada Inc. and Sanis Health Inc. recalled all lots of prescription
losartan tablets, in 25 mg, 50 mg and 100 mg strengths, after tests found

Advisory
an azido impurity above the acceptable limit.

Pharmascience Inc. recalled one lot (1318593, expiry 10/2022) of pms-

PROGESTERONE 100 mg capsules because the bottles may contain
pms-PROGESTERONE Akorn 100 mg progesterone gelatin capsules in addition to or instead of
the intended pms-PROGESTERONE 100 mg gelatin capsules. The Akorn

Advisory
capsules contain peanut oil, an ingredient that is not listed on the label
of pms-PROGESTERONE 100 mg capsules.
Unauthorized health Health Canada advised Canadians about various unauthorized health
products products being sold at retail locations across Canada or online that may
Advisory pose serious health risks.

NEW HEALTH PRODUCT SAFETY INFORMATION

The following topic has been selected to raise awareness and, in some cases, to stimulate reporting of adverse reactions.

Adverse reactions to health products — annual report 2020
Introduction

Post-market proactive and spontaneous reporting systems help in the identification and analysis of new safety
information for health products so that appropriate action can be taken to minimize risks to human health. In Canada,
adverse reactions (ARs) or medical device incidents (MDIs) suspected of being associated with the use of health products
can be reported to the Canada Vigilance Program (CVP). This article summarizes information about domestic AR cases
reported for pharmaceuticals, natural health products, biologics,* radiopharmaceuticals, disinfectants, sanitizers with
disinfectant claims, and cannabis products received by the CVP in 2020 and posted on the Canada Vigilance AR online
database. Although foreign AR cases are included in the internal CVP database, these are not included in this article.

Domestic adverse reaction reports and cases

In 2020, Health Canada received 186,099 domestic post-market AR reports. These reports represented 79,345 AR cases.
A case consists of all information describing the AR(s) experienced by one patient at one time and suspected of being
related to the use of one or more health products; thus, a case may include an initial AR report and possibly several
follow-up reports that provide additional information about the AR(s). Duplicate cases may exist if an AR report about
the same AR event was received from different reporters (e.g., from a health professional, consumer, hospital, and/or
manufacturer). Domestic AR cases reported in 2020 by product type are provided in Table 1.

* Biologics include biotechnology products; vaccines; fractionated blood products; human blood and blood component products; human cells, tissues, and organs; and

sperm and ova products.
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https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/75715a-eng.php
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76301a-eng.php
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/75221a-eng.php
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-reporting.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/canada-vigilance-program.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-database.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-database.html

In 2020, MAHs submitted 86.8% of all domestic AR cases received by the CVP, while hospitals submitted 6.9% (Figure

1). The remaining cases were mainly received directly from community members (6.1%). Most of the domestic AR cases
reported to Health Canada directly or via a MAH originated from health professionals, including physicians, pharmacists,
nurses, dentists, etc. (Figure 2).
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Sex and age distribution

The distribution for the 79,345 cases by sex was 58.5% female, 37.1% male and 4.3% sex unknown or unreported, which
reflects the sex distribution seen globally.” The distribution by age group was 3.9% pediatric (< 19 years), 51.6% adult (19-
64 years), 24.6% elderly (= 65 years) and 19.9% age unknown or unreported.

Suspect products and adverse reactions

The top 10 groups of suspect products most commonly identified in domestic AR cases are listed in Table 2. The groups
are classified according to the World Health Organization's Anatomical Therapeutic Chemical (ATC) classification system.

Table 3 displays the top 10 domestic ARs reported to the CVP based on System Organ Class codes. The ARs are coded
using Medical Dictionary for Regulatory Activities (MedDRA) terminology. The most commonly reported ARs were
general disorders and administration site conditions, which include disorders that affect several body systems or sites
(e.g., drug ineffective, fatigue, fever, edema, pain, reactions at the administration site). The second most common ARs
were gastrointestinal disorders.

+ Watson, S., Caster, O., Rochon, P.A. & den Ruijter, H. (2019). Reported adverse drug reactions in women and men: Aggregated evidence from globally collected

individual case reports during half a century. EClinicalMedicine, 17, 100188, ISSN 2589-5370. https://doi.org/10.1016/j.eclinm.2019.10.001.
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https://www.whocc.no/atc_ddd_index/
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-database/glossary.html#meddrasoc
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-database/about-medical-dictionary-regulatory-activities-canada-vigilance-adverse-reaction-online-database.html
https://www.sciencedirect.com/science/article/pii/S258953701930183X?via%3Dihub

Reason for seriousness

Of the 79,345 AR cases, 69.6% were considered serious.* A case can have more than one reported reason for
seriousness. In 2020, 22.5% of all AR cases indicated that hospitalization was required, 2.8% indicated a life-threatening
condition, and 6.8% indicated a death had occurred.

Investigation of reported adverse reactions

It is difficult to compare the risk of health products based solely on the volume of submitted reports. Several factors
may influence AR reporting, such as the known risks associated with a product, the length of time a product has been
on the market, volume of use, publicity about an AR, regulatory actions taken to minimize risks, and/or method of data
collection. For example, rare and serious ARs may be reported more frequently in organized data collection systems$
compared to voluntary reporting, which may affect the pattern of reporting. In general, there is underreporting of
adverse events to spontaneous reporting programs like the CVP.

AR reports are reviewed as part of a routine monitoring strategy. When a reported AR is known and included in the
product monograph, it is not considered to be a new signal unless there is a change in the frequency or severity of

the AR. Post-market ARs may be attributed to a variety of factors, including previously unrecognized pharmacological
effects of the product, idiosyncratic effects, drug interactions (e.g., drug-drug, drug-disease, drug-natural health product
interactions), or factors related to specific patient populations, individual patient factors (e.g., pharmacogenomics
factors), medication incidents, or other factors that may have been too infrequent to be identified in clinical trials.

AR reports, along with other sources of information from domestic and international sources, help in the identification
and analysis of new safety information and support Health Canada’s decisions to take action. For example, a causal
association between the product and the AR may prompt an action from Health Canada. The same applies if new risks
are determined from a cluster of similarly reported ARs, or from AR reports suggesting labelling gaps or product quality
issues.

In 2020, drug-related information received and assessed by Health Canada resulted in 1,034 actions, which included
informing Canadians and health professionals about new safety information, recommending label changes, or removing
a drug product from the market. The important new safety information for health professionals and Canadians

is communicated via the Recalls and Safety Alerts Database on the Healthy Canadians Web Site. The new safety
information is also further distributed through the MedEffect™ e-Notice email notification system. In addition, Health
Canada published 20 summaries of its safety reviews, which describe Health Canada’s findings and risk management
actions related to potential safety issues.

Domestic adverse reactions related to COVID-19 health products including vaccines

In 2020, Health Canada received 7 AR cases related to authorized and unauthorized products used to treat COVID-19
(remdesivir, authorized on July 27, 2020, and drugs used off-label for COVID-19, including hydroxychloroquine sulfate,
tocilizumab, immune globulin, azithromycin and ceftriaxone, and methylprednisolone and prednisone). Health Canada
also received 2 AR cases related to a COVID-19 vaccine (Pfizer-BioNTech COVID-19 vaccine, authorized on December
9, 2020). An up-to-date summary of reported ARs following COVID-19 vaccination in Canada, including those reported
to the Canadian Adverse Events Following Immunization Surveillance System managed by the Public Health Agency of
Canada, is available online.

¥ In the Food and Drugs Act and Regulations, a serious AR is defined as “a noxious and unintended response to a drug that occurs at any dose and that requires
in-patient hospitalization or prolongation of existing hospitalization, causes congenital malformation, results in persistent or significant disability or incapacity, is
life-threatening or results in death”. Other situations may also warrant a designation as serious, “such as medically important events that may not be immediately
life-threatening or result in death or hospitalization but may jeopardize the patient or may require intervention to prevent one of the other outcomes listed in the

definition from the Regulations”.

§ Organized data collection systems include patient registries, surveys, and patient support or disease management programs.
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https://healthycanadians.gc.ca/recall-alert-rappel-avis/index-eng.php
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/safety-reviews.html
https://covid-vaccine.canada.ca/
https://health-infobase.canada.ca/covid-19/vaccine-safety/

Conclusion

Each year, the CVP receives thousands of reports that contribute to a better understanding of the safety associated with
marketed health products. Health Canada would like to thank all who have contributed information and encourage

the continued support of post-market surveillance through AR and MDI reporting. Any ARs or MDlIs suspected of being
associated with the use of health products should be reported to the CVP. Every report counts, and together, they tell a
story.
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