Drugs & Therapy Perspectives (2020) 36:351-354
https://doi.org/10.1007/540267-020-00748-4

COMMENTARY

®

Check for
updates

The challenging times and opportunities for pharmacovigilance
in Africa during the COVID-19 pandemic

C.Ogar'® . W. Mathenge? - C. Khaemba?® - H. Ndagije*

Published online: 26 May 2020
© Springer Nature Switzerland AG 2020

Introduction

It is now > 4 months since the COVID-19 outbreak started
with the first suspected cases reported in China. At the start of
the pandemic, Africa seemed ‘safe’ and insulated as it watched
many high-income countries across the world grapple with
the devastating effects of the coronavirus. Sadly, this ‘safe’
state only lasted until February when Egypt recorded the first
case of COVID-19 in Africa [1]. The viral infection has since
spread to 45 of the 47 countries in the World Health Organiza-
tion (WHO) African region, with 22,376 confirmed cases and
899 deaths as at 29 April 2020 [2]. With the declaration of
the situation as a global pandemic, everything from the global
economy, financial markets, and manufacturing industries to
tourism, travel, and hospitality industries and even the educa-
tional sector have come to a crashing halt worldwide.

This commentary seeks to highlight the challenges for
pharmacovigilance (PV) posed by the COVID-19 pandemic
and how PV practitioners in Africa can use this opportunity
to strengthen patient safety.

Suggested remedies lack clinical evidence ...

World leaders, out of a sense of desperation to bring an end
to the pandemic, with its catastrophic negative economic
consequences, have made premature proclamations on ‘a
possible game changer for treatment of the disease’ using
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chloroquine or a combination of hydroxychloroquine +
azythromycin [3]. Although publications from the global
scientific community indicate that there is insufficient evi-
dence to support widespread use of the medicines for treat-
ment of COVID-19 [4-7], social media, as expected, has
further spread such claims.

Remedies claimed to treat or prevent COVID-19 by
boosting the immune system include vitamins, natural herbs,
alternative medicines, and other methods, and range from
the sublime to the ridiculous (e.g., from using a mixture of
some ‘super foods’ such as lemon, ginger, garlic, black tea,
turmeric, or anything that contains vitamin C and D to the
use of neem leaves, hair dryers, steam inhalation, and expos-
ing patients to the sun).

... and are potentially dangerous

Unverified and unqualified claims for some remedies can
have dire consequences, particularly in Sub-Sahara Africa
where literacy levels are still relatively low (66% in 2018)
[8], and where beliefs that anything herbal is safe and mis-
trust of government institutions and science-based evidence
are widespread. Furthermore, in an environment where there
is unrestricted access to all classes of medicines without
professional guidance and irrational use of medicines is high
and enforcement of medicine use regulations is low, there is
a glaring need for extreme caution and for (PV) practitioners
to highlight the dangers of these unverified claims.

Based on reports of individuals self-medicating with
chloroquine and causing themselves serious harm [9], the
WHO cautions against physicians and medical associations
recommending or administering, or patients self-administer-
ing, unproven treatments for COVID-19 until there is suf-
ficient evidence.

Meanwhile, the WHO and its partners have launched a
‘Solidarity Clinical Trial for COVID-19 Treatments’ [9].
This international randomized controlled trial (RCT) aims
to evaluate the relative effectiveness of four COVID-19
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treatments (remdesivir, lopinavir/ritonavir, lopinavir/rito-
navir + interferon-fla, and chloroquine or hydroxychlo-
roquine) against the standard of care. Other drugs can be
added based on emerging evidence. Enrolling patients in
a single multi-country RCT will facilitate rapid worldwide
comparison of unproven treatments, help overcome the
risk of multiple small trials not generating strong enough
evidence on the relative effectiveness of potential treat-
ments, and determine whether any of the drugs slow dis-
ease progression or improve survival. As of 8 April 2020,
> 90 countries are signatories to the trial.

Hidden effects of irrational use of medicines
and medical products

Whereas access to treatment is a major priority in any emer-
gency health situation such as the COVID-19 pandemic,
patient safety must not be compromised by the need for
access. Access to the wrong, poor quality, or unsafe product
might have worse consequences than lack of access [10].
The past weeks of the global pandemic have seen reports
of increased sales and perhaps hoarding of some medical
products, such as chloroquine, hydroxychloroquine, and
lopinavir/ritonavir, in some countries [11, 12], as well as
increased sales of fake medical products and medicines
related to COVID-19, such as face masks, hand sanitizers,
and antiviral medications [13]. Reasons for this may include:

e Stockpiling and hoarding of the medicines by doctors for
themselves and their family members.

e Individual consumers stockpiling and hoarding medi-
cines such as chloroquine, antibiotics, vitamin C, and
vitamin E in unregulated markets for home use in the
event they or their family members become ill with
COVID-19.

e Profiteering by some wholesalers through parallel
exports.

e (Mis)guidance from social-media influencers, other
celebrities, and a growing number of armchair ‘health
experts’ offering advice and the sale of medical devices
and technologies, including masks, gloves, and alcohol
bases intended for ‘home manufacture of hand-sanitizers’
for commercial sale.

Although some of the medicines involved have well-
established safety profiles, their irrational use without pro-
fessional guidance and in an environment of fear carries the
potential for abuse and misuse with consequences that might
be worse for the users than a lack of access, including:

e Alcohol poisoning through inhalation of substandard
hand sanitizers.
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e Alcohol burns from inappropriate use of industrial alco-
hol for home-made hand sanitizers.

e Cardiac arrest, arrhythmia, and apnea associated with
acute chloroquine poisoning from overdosing.

e Overdosing on multivitamins in an effort to boost immu-
nity.

e High levels of suspected transmission of an infectious
agent via a medicinal product (STIAMP) through unsani-
tary use of gloves and masks by non-healthcare profes-
sionals.

At this time of widespread apprehension and panic due to
the public health situation, PV practitioners need to heighten
the awareness of frontline healthcare providers (HCPs) on
the hidden effects of the COVID-19 pandemic and con-
stantly remind them to look out for these signs among per-
sons seeking care as suspected or confirmed COVID-19
cases or uninfected persons, and document such reactions
through their spontaneous reporting systems.

Increased poor reporting of adverse effects

Even during normal times, PV and materiovigilance (the
study and follow-up of incidents that might result from using
medical devices) [14] are considered by many HCPs in low-
and middle-income countries (LMICs) as a luxury and an
additional responsibility to their overburdened and underpaid
work. In the face of the growing number of confirmed cases
of COVID-19 across Africa, the redirection of most national
efforts, resources, and manpower, including the recall of
retired HCPs, it is evident that the detecting and reporting of
adverse effects of medicines and medical devices [including
personal protective equipment (PPE)] will be further pushed
to the back burner. This will worsen the already poor reporting
of adverse effects, with the consequence that adverse effects
experienced by patients and/or users of medical devices and
PPE at this time are unlikely to be documented. As already
noted, this is the time for more vigilance and documentation
of the effects of products used to treat patients, including, as
previously mentioned, the hidden effects of COVID-19.

Furthermore, with pharmaceutical companies and mar-
keting authorization holders bracing themselves for harsher
economic times due to the pandemic, redundancies and
lay-offs are occurring to mitigate the impact [15]. During
the last few years, efforts have been made to improve drug
regulation and safety in Africa [16], with some countries
requiring pharma companies to employ a local ‘Qualified
Person for Pharmacovigilance’ (QPPV). Unfortunately,
during this period of economic downturn and uncertainties,
newly established local QPPV positions may be some of the
first casualties in the fight between COVID-19 and the eco-
nomic survival of pharma companies. Some of the reasons
for this include:



353

e A lack of appreciation of the value the QPPV brings to
the companies that have largely focused on profits rather
than patient safety.

e A lack or poor implementation of ‘Good Pharmacovigi-
lance Practice’ (GVP) standards.

¢ Imposition of national labor/human resource policies that
dictate ‘last employed-first out’ when companies are con-
sidering re-structuring processes.

Clearly, the consequences of these actions will include
a disproportionate impact on safety data from Africa now
and in the near future. In the face of these challenges, PV
practitioners and regulators have an opportunity to keep
HCPs and the pharma industry informed of the critical role
of safety data in improving drug and medical device use.
Additionally, the current situation presents an opportunity
for PV experts to collaborate with frontline HCPs to under-
take drug utilization studies to inform clinical and regulatory
decisions. Finally, regulators have a role in ensuring that the
pharma industry and marketing authorization holders con-
tinue to implement good PV practices, including maintain-
ing product safety and undertaking of routine PV activities.

Further weakening of already weak PV systems

In the past, new products were approved and marketed in
countries with strong surveillance systems for several years
before they were marketed in developing countries, by which
time a great deal was known about their safety profile. In
recent years, however, new health products, such as malaria
vaccines and new tuberculosis treatments, are launched
either exclusively in LMICs or simultaneously in LMICs
and high-income countries. With public health emergencies
such as the Ebola epidemic in parts of Africa and the current
COVID-19 global pandemic, new products for these emer-
gencies are typically granted accelerated approval based on
limited safety data.

Functional PV systems are critical to identify safety
signals [17] for new or older medicines. According to the
WHO, ‘Fewer than 30% of the world’s medicines regula-
tory authorities are considered to have the capacity to per-
form the functions required to ensure medicines, vaccines
and other health products actually work and do not harm
patients’ [18]. In 2018, the Tanzania Medicine & Medical
Devices Authority became the first African medicine regu-
latory authority to achieve a functional regulatory status,
including in its PV functions [18]. It was recently followed
by Ghana in May 2020 [19]. This means, in Africa, only
Tanzania [18] and Ghana [19] have systems considered by
the global benchmarking tool (GBT) standard to be stable
and functional regulatory systems [20]. Clearly, considerable
work remains to be done in strengthening regulatory sys-
tems, including PV, in African countries for them to deliver

on their mandate to ensure access to safe, quality-assured,
and efficacious medicines and health technologies. Some of
the key areas for strengthening PV systems as prescribed by
the GBT include establishing:

e Legal provisions, regulations, policies, and guidelines to
define the regulatory framework for PV.

e Adequate structures and human resources for PV.

e Procedures for PV activities, including the use of data for
decision making.

e Mechanisms to monitor performance and output.

e Mechanisms to promote transparency, accountability, and
communication.

As the world searches for treatments and vaccines against
the coronavirus and continues to face growing shortages of
PPE and medical diagnostic devices [21], some countries in
Africa have risen to the occasion by discovering and imple-
menting innovative solutions. These include local manufac-
ture of PPE kits and COVID-19 medical devices in Kenya
[22] and COVID-19 rapid testing kits in Senegal and Kenya
[23, 24]. These innovations are commendable, but add to
the regulatory challenges faced by overwhelmed regulatory
systems in many African countries, including the challenge
of ensuring the safety of these products. This is even more
relevant as the sale and use of these locally manufactured
COVID-19 diagnostic and PPE kits increases, as do social
media reports of the sale of poor quality ‘unregistered’ prod-
ucts by unlicensed and unqualified persons.

It can be envisaged that the limited resources some gov-
ernment and developing partners set aside to develop and
strengthen PV systems may be diverted in response to the
current emergency. Furthermore, as countries commence
programs to resuscitate their badly hit economies, the
strengthening of PV systems is unlikely to be a priority for
funding in the near future. However, it is imperative that
global and national leaders be intentional about setting aside
funds to support strengthening of weak PV systems, which
are crucial to monitor the safety of the new vaccines, repur-
posed medicines, and other upcoming health technologies to
be developed or deployed in the fight against this and other
deadly diseases, as was done by the Bill and Melinda Gates
Foundation in 2017 [10].

Finally, countries in Africa have varying capacity for
PV. In the face of the ongoing global health challenges and
increasingly global health products supply chain, countries
need to work together and rely on each other’s strengths to
improve their efficiencies and maximize the use of limited
resources. Regulatory collaboration, reliance, and harmo-
nization are mechanisms that PV systems in Africa should
consider for improving safety and efficacy oversight while
supporting efforts to speed up access for medicines of global
health importance.

A\ Adis



354

Take home messages

¢ In the absence of a scientifically verified treatment or
vaccine, numerous remedies (conventional and non-con-
ventional) have been touted for treating or preventing the
disease.

e Given the relatively low literacy levels and poorly regu-
lated healthcare practices in Africa, some of the ‘rem-
edies’ pose potential risks to patient safety.

e Drug safety practitioners need to be vigilant about these
risks and strengthen reporting systems to document,
characterize, communicate, and minimize the risks of
such remedies.
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