o
®_ASOCIACION
COLOMBIANA DE
FARMACOVIGILANCIA
G I d

For the development of
pharmacovigilance

in the context
SARS CoV (Covid-19)




()
® _ASOCIACION
COLOMBIANA DE
FARMACOVIGILANCIA

This document was prepared within the framework of the Academic
Committee of the Colombian Association of Pharmacovigilance.

Drafted in spanish by: Constanza Moreno Fernandez, Angela Caro Rojas.
With contributions from: Rosana Angélica Ramirez, Juan Pablo Manosalva, Nahas-
ly Medina, Alejandra Bello.

Reviewed by: Patricia Zuluaga, Angela Caro, Camilo Castellanos, Brian Edwards.

Date of construction: April 2020. Bogota. Colombia



ACFV would like to thank the following experts for their review and comments::

Claudia Vaca, Center for Thought, Medication, Information and Power. Colombia

Juan Pablo Osorio, Colombian Association of Hospital Pharmaceutical Chemists Colombia
Helaine Capucho, Department of Pharmacy, University of Brasilia Brazil

Liliana Vargas, Mexican Association of Pharmacovigilance Mexico

Albert Figueras, Catalan Institute of Pharmacology Spain

Mariano Madurga, Consultant in Pharmacovigilance Spain

Brian Edwards, Husoteria Ltd






Content

Objective and range 6

Introduction 7

General Considerations 9

Risk Minimization Strategies [2

Intensive Pharmacovigilance Strategies 15
Apendix 19

Bibliography 22



Ohjective

This guide aims to provide technical elements
\ for the development of pharmacovigilance
strategies and activities in institutions that
care for patients with CoV-2 SARS infection.

Range

This guide was designed by identifying the needs
of the medical institutions in the Colombian
context; however, it is considered that it could
guide the activities of institutions in the Latin
American environment, for which the conditions
of each territory must be understood.
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Introduction

During this health emergency produced by
the pandemic caused by SARS CoV-2 infection
(COVID-19), the world is facing a challenging
array in patient care, mainly due to a lack
of robust scientificevidence that allows the
presentation of conclusive results to define
an adequate clinical and pharmacological
treatment based on clinical evidence.

Furthermore, as it is a new virus, it is still
unknown which systems it modifies or alters
and how these alterations affect the transit of
drugs in the body (for example, metabolizing
enzymes, modification of excretion or
imbalances in coagulation). Thus, on the one
hand, drugs with little experience of use are
being used, but, on the other hand, common
drugs are also being used in an unresearched
and unapproved indication, and therefore may
have different or unknown adverse effects.

In this sense, pharmacovigilance becomes an
even more pressing need to obtain data and
information determining the safety and
effectiveness of treatments used to manage
this disease, in addition to verifying their
properuse, knowingand managinginteractions
(understanding that these may or may not
change the safety profile of the molecules
being used) and establishing strategies to
avoid or mitigate possible medication errors.

Correct development of pharmacovigilance
may be affected by too few resources, a limited
time to develop this activity on the part of
emergency personnel, and the increase in the
number of patients received by health care
services.

This scenario requires the intervention
of a multidisciplinary team trained in the
pharmaceutical and pharmacological area to
develop strategies and activities that favor
patient safety, such as drug reconciliation
and therapy safety monitoring, among others,
so as to support the detection, analysis and
prevention of potential or adverse events
derived from drugs.

Such strategies will rely on using available
databasesforclinical history managementand
consultation of scientific literature sources to
contrast findings and make decisions by the
health team. Despite this, as has occurred
throughout history, careful observation by
health professionals who are in the front line
of care will, once again, be the key to detecting
and documenting adverse reactions (which
may eventually become signals) and other
events, such as medication errors.
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The Colombian Association of
Pharmacovigilance (ACFV) is a not-for-profit
Scientific Society, based on the collaborative
work of its members, as volunteers, and whose
mission Is:

“To be a national and international reference
for all parties interested in patient safety

and in the appropriate and efficient use

of medicines, being recognized for its
independence, experience and kRnowledge

in research, education, training and for its
contribution to the development and learning
of Pharmacovigilance in the country”.

For this reason, ACFV makes available this
guide that aims to generate tools to facilitate
the development of pharmacovigilance during
the management of the pandemic.

GUIDE FOR THE DEVELOPMENT OF PHARMACOVIGILANCE IN THE CONTEXT SARS CoV-2 (COVID-19)



General
Considerations for
the Development of
Pharmacovigilance

Strategies

1. Types of pharmacovigilance strategies to
be developed

Within pharmacovigilance strategies should
be kept in mind, many will be of a routine
nature (mainly passive pharmacovigilance),
as well as additional strategies such as active,
intensive or intensified pharmacovigilance.
More information on these topics can be
found in PAHQO’s Good Pharmacovigilance
Practices for the Americas. (1)

Routine  pharmacovigilance strategies::
These mainly relate to receiving spontaneous
reports from health professionals of adverse
events associated with the use of drugs,
analyzing causal relationship between the
patient’'sdrugtherapy and the observed event,
and managing to prevent further events.
It is suggested that institutions maintain
the activities of existing pharmacovigilance
programs within institutions and under the
current regulation, so that the reporting and

management of events is kept in
communication with the National Regulatory
Agency (National Institute of Food and Drug
Surveillance - INVIMA) and local entities
(Health Secretariats).

Health Care Professionals are expected to
report any adverse drug events that occur
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Chapterl

In patients at the facility, prioritizing those
patients diagnosed with SARS-CoV-2 infection
and including all medications in their
treatment. Reporting should be encouraged
to occur, even if it is suspected, since all
information at this point is important
for generating evidence. Additionally,
institutional procedures could be modified,
such as reducing the time of notification of
serious events.

When reporting suspected adverse events,

at least the following information should
be provided, as accurately and completely
as possible (2):

Information about the person who has
experienced the adverse effect, including age
and sex;

Whether the infection is confirmed by
testing or based on clinical symptoms;

Description of the adverse events;

Name of the medicinal product (brand
name and active substance) suspected of
having caused the adverse events;

Dosage and duration of treatment with
the drug;

Batch number of the drug (found on
the packaging);

Any other medications taken at
approximately the same time (including over-

the-counter medications, herbal medicines,
or contraceptives);

Any other health conditions that the
person who experienced the side effect may
have.

Additional pharmacovigilance strategies:
It is suggested that the pharmacovigilance
department of the institution should
continuously monitor patients who have
been diagnosed with COVID-19 and follow up
on the effectiveness and safety of therapy. In
the absence of a specific pharmacovigilance
department, it is suggested that surveillance
be carried out by a Health Care Professional
group. Thisdocumentwill emphasize intensive
pharmacovigilance strategies.

In both types of strategies, it is suggested to
implement three subsystems to develop it: 1)
information gathering; 2) causality analysis;
and 3) intervention for risk minimization. For
more information on this topic please consult
the Handbook of Good Pharmacovigilance
Practices Latin America Edition.
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2. Proper selection of the literature

Use of reliable information sources is the
main input to favor decision making based
on the best evidence existing at the time of
the consultation, understanding that reality is
changing as new data appear. Several sources
of information are suggested in Appendix 1.

3. Pharmacovigilance task force

Ideally, Institutions should have a team with
a knowledge of pharmacovigilance and,
preferably, experience in the development
of this type of activity. However, given the
conditions of the emergency, it is suggested
that a professional with knowledge of
pharmacovigilance or pharmacology in the
institution should lead pharmacovigilance
strategies, i.e. inform the care team about
common adverse events that may be
generated by different therapies, including
drug interactions, update this information
as evidence emerges and coordinate risk
minimizationand intensive pharmacovigilance
strategies. (See Appendix 1)

It is important to
remember that, like
others in the care group,
pharmacovigilance
leaders must maintain

biosecurity measures to
protect their health when
interacting with health
care professionals and
preferably avoid direct
contact with the patient.




Chapter 11

Risk
Minimization
Strategies

In order to implement a risk management
of the drugs currently used in the treatment
of COVID-19, it is necessary that the health
care team is trained in the safety profile of
the drugs, potential interactions and in the
assessment of their severity, as well as in the
measures for minimizing these risks and key
points for monitoring the patient’s clinical
parameters and their evolution.
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Chapter Il

It is suggested, then:

Reinforcing actions to  prevent
medication errors and to promote the
adequate use of medications, considering
the patient’s clinical condition, comorbidities
and available evidence, as well as to assure
that the 10 correct criteria in the safe use of
medications are fulfilled:

Verification of the correct patient
Correct medication

Correct dosage: According to the
existing evidence

Right route of administration

Dosage interval and correct treatment
duration

Drug reconciliation

Identification of allergies

Proper preparation of medicines and

current expiry date

Proper recording in the medical
record

Patient education on medication
issues

Reinforcing the identification (with
distinctive marks) of LASA drugs (Look Alike,
Sound Alike) for those drugs that are similar
in their labelling and form, and/or whose
names sound very similar, due to these
similarities can induce errors in practice
and a possible adverse event in the patient
(for example, differentiating chloroquine

and  HYDROXYchloroquine).  Caution is
recommended, particularly with those drugs
recently included in the institution or with
those managed for patients with COVID-19.

Having different health  profiles
(professionals in nursing, pharmacy, medicine,
respiratory therapy, among others) that are
part of the committee or area that is managing
the pandemic emergency in the institution.
They should act together to determine the
best therapies for patients when considering
the particularities of each knowledge.

Reconciliation of medication, at least
on admission and discharge of the patient,
to favor the monitoring of admission and
discharge treatments, and the minimization
of risks derived from these.

Identifying within the treatment of
patients those drugs with similar mechanisms
of action to those used for the treatment
of COVID-19 that may potentiate negative
effects, in order to monitor their use, and to
verify possible interactions that are clinically
relevant.

Encouraging patient education
while the patient can participate in their
care and/or provide relevant education
to their caregivers and family members if
they are able to be present or support the
care. Special emphasis should be placed
on educate patients who are treated on an
outpatient basis to ensure compliance with
therapy in optimal conditions for them.
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Making health personnel aware of
the importance of pharmacovigilance as an
indispensable element to promote patient
safety and to act as soon as possible at the
onsetofadverse treatment events for COVID-19
or other therapy drugs and, additionally,
to build drug safety profiles under current
conditions of use and generate their own
records to support decision-making.

Monitoring frequently evidence and
clinical trial information to understand
changes in therapies and their safety profiles.
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Intensive

Pharmacovigilance
Strategies

For the development of these strategies it is
suggested that the institution::

Define the population to be monitored:
prioritize the patients to be monitored, for
example, by differentiating groups of patients
at higher to lower risk: the intensive care
unit group, the inpatient group and, finally,
the outpatient group. Define patients to be
monitored and the degree of intensity of the
monitoring, considering, mainly, the resources
available for the institution to carry out this
activity.

Characterize the population according
to the treatments they are receiving
(Hydroxychloroquine/Chloroquine, Lopinavir/
Ritonavir, etc.). It is suggested to refer to the
Colombian Consensus (3). It is important for
the institution to have guidelines for the
management of such medicines, such as
whether the use is off label or unlicensed
by the regulatory authority (INVIMA), and to
verify that the informed consent process was
carried out, explaining both the risks and the
benefits. Also, consider whether the patient
Is part of any approved protocol, to avoid
duplication of information.

Define the parameters to be monitored pfor
eachgroup of patients,understandingthe main

PAGE | 15



adverse events for each molecule, prioritizing
those that may put the patient&#39;s life at
risk and starting with those that are most
frequent. (6)

Conduct thorough pharmacotherapy follow-up
for patients who will be closely monitored (e.g.
high-risk population admitted to ICU) to quickly
identify risks or adverse events associated with
therapy, including:

1. Recognize the full extent of the therapy
the patient is using through medical history
records, identify whether there are any high-
risk medications and whether they may cause
harm under the conditions of use for the
specific patient. If possible, make a record of
all medications for analysis.

2. Checkthedosesandpossibleadjustments
required.

3.  Review possible drug interactions and
whether they are clinically relevant.

4. Define the laboratory results that require
monitoring since they allow evidence of a
riskto the patient’s life.

5. Establish the possible adverse effects
according to the therapy and whether the
patient has manifested them.

6. Maintain an open and constant dialogue
with treating professionals, report your
findings and draw attention to potential or
actual risks.

7. Suggest actions to the care team, in
terms of dose adjustments, concomitant
therapies that can be modified, temporary or
permanent suspension of a drug.

8. Establish, if possible, the number of
units prescribed and taken for each of the
drugs under evaluation and compare them
with respect to the number of reported
adverse events thereby establishing the
actual incidence of such events.

9. Consolidate the information so that it
becomes the point of communication with
the care group if it detects that there are risks
or events require intervention. The following
table is suggested for this purpose:

Patient Date Medica- Risk or Sugges-
tion(s) that | event ted inter- | tion

to risk

Name: DD/ Medication 1: | Risk: Suggested | XXXXXX
ID: MM/ - action:
AAAA Medication 2: | -
Event: Responsi-
- ble:

In this case, a direct interview with the
patient is not suggested, due to the limited
availability of the patient to attend and,
additionally, due to the risks that the
collection of information may imply for the
person carrying it out.
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Ideally, this review should be performed daily,
however, this frequency may vary depending
on the resources of the institution. It is
suggested that, for example, during each shift
the pharmacovigilance manager listens to the
observations of the health personnel and in
turn communicates his or her findings.

Consolidated information must be analyzed
by competent Committees or areas of the
institution to make epidemiological decisions
(Pharmacy and Therapeutics Committee,
Pharmacovigilance Committee, etc.). It is
recommended that consolidated information
could be shared with the regulatory agency
and, if it exists, in collaborative networks of
health institutions.

For patients for whom it has been decided to
do more routine monitoring, e.g. stable
Inpatients:

1. Identify high-risk drugs and whether
they may cause harm under the conditions of
use for the specific patient. Include therapies
for COVID-19 whose safety profile is unknown
In the circumstances of current use..

2. Check dosages and possible
adjustments required.

3. Review possible drug interactions and
whether they are clinically relevant..

4, Establish the possible adverse effects
according to the therapy and if the patient
has manifested them..

5. In case of any relevant finding,
notify the treatment group and suggest the
intervention.

6. Consolidate the information.

For outpatients::

1. Educate widely about the therapy
he will receive, the correct form of self-
administration of the medication, the
importance of therapeutic adherence in
terms of dosage, dosage intervals and
duration of therapy.

2. Educate about possible warning
signs, including signs and symptoms of
ineffectiveness or lack of safety, highlighting
common adverse events of therapy

3. Give information on how to act,
awhere to go, or who to contact if there are
any warning signs.

4, In the case of events, the
pharmacovigilance leader shall carry out the
activities of routine pharmacovigilance.

For all cases, perform reconciliation of the
patient’s medication: It is recommended
that a patient’'s chronic therapies should
be reviewed on admission to the hospital,
in particular, the monitoring of possible
interactions with the treatment of chronic
and often poly-medicated patients. Likewise,
it is recommended that the patient could be
checked and educated aboutthe medications
he or she will be using on an outpatient
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Chapter 111

basis. ldeally, emphasis should be placed
on determining whether there are any latent
risks with the medications that the patient
will use at home.

Notify the regulatory agency (INVIMA) of the
events, according to current regulations.

If you have any questions about this guide,
please contact the Colombian Association of
Pharmacovigilance at

asocolombianafarmacovigilancia@gmail com
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Sources of information

Free sources of information useful in
pharmacovigilance, specific to COVID-19:

PubMed (Website dedicated to COVID-19
clinical data available for real-time
information check) https://www.ncbi.nlm.nih.
gov/research/coronavirus/

Johns Hopkins University (follow-up of
global cases of COVID-19)
https://www.arcgis.com/apps/
opsdashboard/index.html#/
bda7594740fd40299423467b48e9ecf6

National Institutes of Health (NIH)
https://www.nih.gov/coronavirus

Centers for Disease Control (CDC)

https://www.coronavirus.gov

World Health Organization
https://www.who.int/emergencies/diseases/
novel-coronavirus-2019

OPS/PAHO: with protocols, guides,
infographics. https://www.paho.org/es/tag/
enfermedad-por-coronavirus-covid-19

Medscape https://www.medscape.com/
today

Clinical Trials (ongoing clinical trials)
www.clinicaltrials.gov

FDA
www.fda.gov

DIME project
www.proyectodime.info

COCHRANE ENT (ear, nose, and throat):
COVID-19 (coronavirus disease) - ENT, Hearing
& Balance: https://ent.cochrane.org/news/
covid-19-coronavirus-disease-ent-hearing-
balance

OMS/WHO: Global Research on Coronavirus
Disease https://www.who.int/emergencies/
diseases/novel-coronavirus-2019/global-
research-on-novel-coronavirus-2019-ncov
con base de datos con articulos publicados
(mas de 9.000) sobre COVID-19 y facilitados
desde la biblioteca BIREME: https://search.
bvsalud.org/global-literature-on-novel-
coronavirus-2019-ncov/

Sources of medication information:

Safety data sheets: It is suggested to have
documents analyzing the safety profile of the
drugs (target population, dosage, dose
adjustment, adequate administration, risks of
adverse reactions and medication errors). For
this point, it is recommended to consult the
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safety data sheets prepared by the Colombian
Association of Hospital Pharmaceutical
Chemists.

Institutional Therapeutic Form: It is important
to have the updated form, which means a
quick inclusion of products that were not
previously available. Having this information
supports the prescription decisions of treating
physicians.

About interactions in the field of COVID-19,
additional information can be obtained in:
https://www.hiv-druginteractions.org/checker
https://www.covid19-druginteractions.org

Itis suggested to use databases of specialized
journals that have granted free access,
including

Dotlib (JAMA, BMJ, NEJM)
http://mkt.dotlib.com/covid-19/

Google Scholar (CDC, Lancet, Cell, Nature,
Science, Elsevier, Oxford, Wiley, medRxiv)
https://scholargoogle.com/

Available treatments for the management of
SARS-CoV-2 respiratory infection:
https://www.aemps.gob.es/la-aemps/
ultima-informacion-de-la-aemps-acerca-
del-covid%e2%80%9119/tratamientos-
disponibles-para-el-manejo-de-la-infeccion-
respiratoria-por-sars-cov-2/

https://www.minsalud.gov.co/salud/publica/
PET/Documents/MEDICAMENTOS%20
ESCENCIALES-UCI-COVID-19%20final-25-
marzo.pdf

Handbook of COVID-19 Prevention

and Treatment (5) https://gmcc.
alibabadoctor.com/prevention-manual/
reader?cdnorigin=video-intl&pdf=Read %20
Online-Handbook%200f%20C0OVID-19%20
Prevention%20and%20Treatment.pdf

List of essential drugs for the management
of patients admitted to intensive care units
with suspected or confirmed diagnosis of
covid-19 (Imeuci-covid-19) (6)
https://www.minsalud.gov.co/salud/publica/
PET/Documents/MEDICAMENTOS%20
ESCENCIALES-UCI-COVID-19%20final-25-
marzo.pdf

NIH, FDA (EE.UU.): Coronavirus (COVID-19):
https://www.nih.gov/health-information/
coronavirus

COVID-19 Treatment Guidelines (21-04-20):
https://www.covid19treatmentguidelines.nih.

gov/overview/

World Health Organization. Off-label use of
medicines for COVID-19; 2020. https://www.
who.int/news-room/commentaries/detail/
offlabel-use-of-medicines-for-covid-19
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Apendix 1

It is recommended that all reviewed and
approved information could be available and
easily accessible to decision makers and that
the care staff not be guided by information
without a verifiable source. This can be done
by makingitavailablein commonareas of care
services for nurses, doctors, pharmacists,
and other members of the health care team.

Consult the web page of the Colombian

Association of Pharmacovigilance for the
updating of this or other related documents
at: www.asofarmacovigilancia.org
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GUIA PARA EL DESARROLLO DE FARMACOVIGILANCIA EN EL CONTEXTO SARS CoV
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