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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 ) S o ) _ _ _
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.

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 September 2021 by Health Canada.

BlackOxygen Tablets and
BlackOxygen Organics
Powder

Advisory

Certain hand sanitizers
that may pose health
risks

Advisory

Contact lenses

Summary Safety Review

Gadolinium-based
contrast agents

Summary Safety Review

Glucagon

Advisory

BlackOxygen Organics recalled all lots of BlackOxygen Tablets (NPN
80106662) and BlackOxygen Organics Powder (NPN 80097385) due to
potential health risks. The products were being promoted in ways and for
uses that have not been evaluated and authorized by Health Canada.

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 safety information.

This safety review evaluated the risk of limbal stem cell deficiency

with the use of contact lenses. Health Canada's review of the available
information has found a possible link. Health Canada has updated the /t's
Your Health article on contact lenses to inform healthcare professionals
and contact lens users of this possible risk.

This safety review evaluated the risks of congenital anomalies, stillbirth
and neonatal death with the use of gadolinium-based contrast agents
(GBCAs) during pregnancy. Health Canada's review of the available
information did not establish a link between the use of GBCAs during
pregnancy and the risk of congenital anomalies. However, at this time,
there is not enough information to rule out a link between the use of
GBCAs during pregnancy and the risks of stillbirth and neonatal death.
As a precaution, Health Canada will work with the manufacturers of
these products to include the risks of stillbirth and neonatal death in the
Canadian product monographs for all GBCAs.

Eli Lilly Canada Inc. recalled one lot (D239382A, expiry May 10, 2022)
of Glucagon (DIN 02243297), following a complaint that a vial from this
lot was found to be in liquid form rather than powder form. Glucagon
normally comes in a powder form with accompanying diluting solution,
and should be used immediately after mixing. Other vials in the lot may
be affected.
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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/
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/2021/76457a-eng.php
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=SSR00274
https://www.canada.ca/en/health-canada/services/healthy-living/your-health/medical-information/contact-lenses.html
https://www.canada.ca/en/health-canada/services/healthy-living/your-health/medical-information/contact-lenses.html
https://hpr-rps.hres.ca/reg-content/summary-safety-review-detail.php?lang+en&linkID=SSR00273
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76507a-eng.php

Several companies recalled multiple lots of prescription losartan tablets,
Losartan in 25 mg, 50 mg and 100 mg strengths, after tests found an azido
impurity above the acceptable limit. Refer to the Affected Products table

Advisory
in the advisory for information on the recalled lots.
Mirvala 28 Apotex Inc. recalled one lot (LF21272B, expiry 08/2022) of Mirvala 28
_ (DIN 02410257) as the blister pack may contain a placebo (green) pill in
Advisory place of an active (white) pill.
Health Canada suspended the product licence for PURE75 gel hand
PURE75 gel hand sanitizer sanitizer (NPN 80098346) due to health risks. The Department tested the
_ product and found that it contained an undeclared impurity, methanol,
Advisory at elevated levels. The product label is also missing important safety

information and directions for use.

NEW HEALTH PRODUCT SAFETY INFORMATION

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

Vaccine safety biannual summary

Health Canada and the Public Health Agency of Canada (PHAC) share the responsibility of monitoring of the safety of
vaccines in Canada.

Market authorization holders are required to report serious adverse events following immunization (AEFIs) to the Canada
Vigilance Program in Health Canada. The Canada Vigilance Program also receives voluntary reports from healthcare
professionals and consumers.

Provincial and territorial public health authorities report AEFIs from publicly-funded vaccine programs to the Canadian
Adverse Events Following Immunization Surveillance System (CAEFISS) in PHAC.

Summary for January 1, 2020 to June 30, 2020

Key messages:
¢ No new safety signals (potential safety issues) were identified during this period.
e From January 1, 2020 to June 30, 2020, the Canada Vigilance Program received 305 reports of adverse events
following immunization for which vaccines were a suspected cause.
This biannual vaccine safety summary includes reports of adverse events following immunization received by the
Canada Vigilance Program between January 1, 2020 and June 30, 2020. This summary does not include AEFIs submitted
following immunization with COVID-19 vaccines,* nor does it include AEFIs submitted to CAEFISS. To access summaries
published by CAEFISS, please visit the CAEFISS website.

* For information about adverse events following immunization that individuals have reported after receiving a COVID-19 vaccine in Canada, please visit the COVID-19
vaccine safety in Canada webpage.
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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/2021/76547a-eng.php
https://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2021/76489a-eng.php
https://www.canada.ca/en/public-health/services/immunization/canadian-adverse-events-following-immunization-surveillance-system-caefiss.html
https://health-infobase.canada.ca/covid-19/vaccine-safety/
https://health-infobase.canada.ca/covid-19/vaccine-safety/

e From January 1, 2020 to June 30, 2020, the Canada Vigilance Program received 305 reports’ of adverse events

following immunization for which vaccines were a suspected cause.

e The majority of the reports was received from health professionals through spontaneous reporting.

Figure 1: Total number of reports received by report Figure 2: Total number of reports received by reporter
type type

¢ Most of the reports involved females (Figure 3), and the most common age group was adults from 19 to 64 years of
age (Figure 4).

Figure 3: Total number of reports received by gender Figure 4: Total number of reports received by age group

* There were 208 (68.2%) serious reports. Most of these involved patients with underlying medical conditions and/or
concomitant medications, and the serious adverse events were unlikely related to the vaccination.

¢ The highest number of reports (serious and non-serious) involved herpes zoster vaccines (194 reports) followed by
influenza vaccines (38 reports) and pneumococcal vaccines (23 reports).

* Glossary of Fields in the Canada Vigilance Adverse Reaction Online Database
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https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-database/glossary.html
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Figure 5: Total number of reports received by vaccine
(some reports may include multiple vaccines)

e The majority of reports for herpes zoster vaccines were for Shingrix (186). Of the 186 reports for Shingrix, 66

were described as social/digital media cases by the market authorization holder (MAH). None of the social/digital
media reports were assessable for relatedness to the vaccine because of the following missing information: doses
received (1st or 2nd dose), time to onset, pre-existing and concurrent conditions prior to vaccination, medical history,
concomitant medications, corrective treatment, and medical confirmation/test/results of the reported adverse events.

e There were 3 reports with an outcome of death. One report involved a male, and 2 were of unknown gender.

One was reported in an adult, and 2 did not report age. The reported vaccines were: herpes-zoster vaccine (1), and
measles, mumps, and rubella vaccine (2). The information provided in these reports was not sufficient to assess the
causal association with the vaccine.

e The most frequently reported adverse events (serious and non-serious) included herpes zoster, vaccination failure,
pyrexia, pain, headache, chills, fatigue, rash, pain in extremity, and malaise. These events were mostly reported for
Shingrix. Approximately half of the adverse events of vaccination failure and herpes zoster were from social/digital
media cases submitted by the MAH. None of the social/digital media reports were assessable for relatedness to the
vaccine because of 2 or more of the following missing information: doses received (1st or 2nd dose, or both), time
to onset, pre-existing and concurrent conditions prior to vaccination, medical history, concomitant medications,
corrective treatment, and medical confirmation/test/results of the reported adverse events.

¢ No new safety signals (potential safety issues) were identified during this period.
* The benefits of vaccines authorized in Canada continue to outweigh the risks.

¢ Health Canada, in collaboration with PHAC, will continue to closely monitor the safety of vaccines authorized in
Canada.

For additional information, contact the Marketed Health Products Directorate.

Note that because of updated information received by the Canada Vigilance Program, there may be differences in the
number of reports and adverse events retrieved at different dates.



https://www.canada.ca/en/health-canada/corporate/about-health-canada/branches-agencies/health-products-food-branch/marketed-health-products-directorate.html#contact

PRODUCT MONOGRAPH UPDATES

The following safety labelling updates, which were recently made to the Canadian product monograph, have been
selected for your awareness. A complete list of safety labelling updates for pharmaceuticals is available on Health
Canada’s Product monograph brand safety updates page. Canadian product monographs can be accessed through
Health Canada’s Drug Product Database.

CellCept (mycophenolate mofetil)

The Warnings and Precautions section of the Canadian product monograph for CellCept has been updated with the
potential risk of increased severity of COVID-19 in patients treated with CellCept.

Key messages for healthcare professionals:*

¢ Due to the cytostatic effect of CellCept on B- and T-lymphocytes, increased severity of COVID-19 may occur.
e Dose reduction or discontinuation of CellCept in immunosuppression should be considered in cases of clinically
significant COVID-19.

Reference

1.  Cellcept (mycophenolate mofetil) [product monograph]. Mississauga, ON: Hoffmann-La Roche Ltd.; 2021.

Zyloprim (allopurinol)

The Serious Warnings and Precautions Box, Warnings and Precautions, Adverse Reactions, and Patient Medication
Information sections of the Canadian product monograph for Zyloprim have been updated with new safety information
concerning a genetic link (HLA-B*5801 allele) to increased risk of serious and life-threatening hypersensitivity
reactions.

Key messages for healthcare professionals:!

e Zyloprim (allopurinol) should be discontinued immediately at the appearance of a skin rash, as the rash may be,
in some instances, followed by dermatological reactions/hypersensitivity syndrome including Stevens Johnson
Syndrome (SJS), toxic epidermal necrolysis (TEN) and drug rash with eosinophilia and systemic symptoms
(DRESS).

e Serious and life-threatening allopurinol hypersensitivity reactions have been observed and can manifest in many
different ways, including maculopapular exanthema, hypersensitivity syndrome (also known as DRESS) and SIS/
TEN. If such reactions occur at any time during treatment, allopurinol should be discontinued immediately.
Rechallenge should not be undertaken in patients with hypersensitivity syndrome and SJS/TEN. Extra vigilance
for signs of hypersensitivity syndrome or SIS/TEN/DRESS is required and the patient should be informed of the
need to stop treatment immediately at the first appearance of symptoms.

HLA-B*5801 allele

e The HLA-B*5801 allele has been shown to be associated with an increased risk of developing allopurinol related
serious hypersensitivity syndromes, including SJS and TEN. The frequency of the HLA-B*5801 allele varies widely
between ethnic populations: up to 20% in Han Chinese population, 8-15% in the Thai, about 12% in the Korean
population and 1-2% in individuals of Japanese or European origin.

e Screening for HLA-B*5801 should be considered before starting treatment with allopurinol in patient subgroups
where the prevalence of this allele is known to be high. Chronic kidney disease may increase the risk in these
patients additionally.

e |n case that no HLA-B*5801 genotyping is available for patients with Han Chinese, Thai or Korean descent, the
benefits should be thoroughly assessed and considered to outweigh the possible higher risks before starting
therapy. The use of genotyping has not been established in other patient populations.
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https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/drug-product-database/label-safety-assessment-update/product-monograph-brand-safety-updates.html
https://health-products.canada.ca/dpd-bdpp/index-eng.jsp

e If the patient is a known carrier of HLA-B*5801 (especially in those who are from Han Chinese, Thai or Korean
descent), allopurinol should not be started unless there are no other reasonable therapeutic options and the
benefits are thought to exceed risks.

e SJS/TEN can still occur in patients who are found to be negative for HLA-B*5801 irrespective of their ethnic
origin.

Reference
1. Zyloprim (allopurinol) [product monograph]. Vaughan (ON): AA Pharma Inc.; 2021.

NOTICE OF MARKET AUTHORIZATION WITH CONDITIONS

A Notice of Compliance with Conditions (NOC/c) is a form of market authorization with conditions granted to a product on the
basis of promising evidence of clinical effectiveness following review of the submission by Health Canada. Communicating a
NOC/c is intended to raise awareness on the details of the drug and the nature of authorization granted.

Healthcare professionals are encouraged to report to Health Canada any adverse reactions suspected of being associated with
marketed health products, including drugs authorized under the NOC/c policy.

The content of these notices reflects current information at the time of publication. Conditions associated with the NOC/c will
remain until they have been fulfilled and authorized by Health Canada in accordance with the NOC/c policy. For the most up-to-
date information, consult Health Canada's NOC database.

Lumakras (sotorasib): Authorization with conditions

Health Canada has issued a Notice of Compliance, under the NOC/c policy, for Lumakras (sotorasib), tablets, 120
mg. Lumakras is indicated for the treatment of adult patients with Kirsten rat sarcoma viral oncogene homolog
(KRAS) G12C-mutated locally advanced (not amenable to curative therapy) or metastatic non-small cell lung
cancer who have received at least one prior systemic therapy. Patients should be advised about the conditional
market authorization for this indication.

For the complete prescribing information and information available for the patients/caregivers, please consult
the Lumakras Canadian product monograph. The product monograph can be accessed through Health Canada’s
Drug Product Database, the Amgen Canada Inc. website or by contacting Amgen Canada Inc. at 1-866-502-6436.
Contact the company for a copy of any references, attachments or enclosures.

Pemazyre (pemigatinib): Authorization with conditions

Health Canada has issued a Notice of Compliance, under the NOC/c policy, for Pemazyre (pemigatinib),
tablets, 4.5 mg, 9 mg, and 13.5 mg. Pemazyre is indicated for the treatment of adults with previously treated,
unresectable locally advanced or metastatic cholangiocarcinoma with a fibroblast growth factor receptor 2
(FGFR2) fusion or other rearrangement. Patients should be advised about the conditional market authorization
for this indication.

For the complete prescribing information and information available for the patients/caregivers, please consult
the Pemazyre Canadian product monograph. The product monograph can be accessed through Health Canada’s
Drug Product Database, the Incyte Corporation website or by contacting Incite Corporation at 1-833-309-2759.
Contact the company for a copy of any references, attachments or enclosures.
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https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-reporting.html
https://health-products.canada.ca/noc-ac/
https://health-products.canada.ca/dpd-bdpp/index-eng.jsp
https://www.amgen.ca/en-ca/
https://health-products.canada.ca/dpd-bdpp/index-eng.jsp
https://www.incytebiosciences.ca/

Truseltiq (Infigratinib): Authorization with conditions

Health Canada has issued a Notice of Compliance, under the NOC/c policy, for Truseltiq (infigratinib), capsules,
25 mg and 100 mg. Truseltiq is indicated for the treatment of adults with previously treated, unresectable locally
advanced or metastatic cholangiocarcinoma with a fibroblast growth factor receptor 2 (FGFR2) fusion or other
rearrangement. Patients should be advised about the conditional market authorization for this indication.

For the complete prescribing information and information available for the patients/caregivers, please consult
the Truseltig Canadian product monograph. The product monograph can be accessed through Health Canada’s
Drug Product Database, the QED Therapeutics, Inc. website or by contacting QED Therapeutics, Inc. at 1-905-
477-4553. Contact the company for a copy of any references, attachments or enclosures.

Zepzelca (lurbinectedin): Authorization with conditions

Health Canada has issued a Notice of Compliance, under the NOC/c policy, for Zepzelca (lurbinectedin for
injection), lyophilized powder, 4 mg/vial. Zepzelca is indicated for the treatment of adult patients with Stage Il or
metastatic small cell lung cancer who have progressed on or after platinum-containing therapy. Patients should
be advised about the conditional market authorization for this indication.

For the complete prescribing information and information available for the patients/caregivers, please consult
the Zepzelca Canadian product monograph. The product monograph can be accessed through Health Canada’s
Drug Product Database, the Jazz Pharmaceuticals Canada Inc. website or by contacting Jazz Pharmaceuticals

Canada Inc. at 1-800-520-5568. Contact the company for a copy of any references, attachments or enclosures.
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https://health-products.canada.ca/dpd-bdpp/index-eng.jsp
https://www.qedtx.com/
https://health-products.canada.ca/dpd-bdpp/index-eng.jsp
https://www.jazzpharma.com/
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Suggestions?

Your comments are important to us. Let us know what you think
by reaching us at infowatch-infovigilance@hc-sc.gc.ca

Health Canada
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