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Activities essential to 
pharmacovigilance (WHO)

Detection of “signals” suggesting previously 
unreported AEs-unexpectedness!

Formulation of hypotheses between drug 
exposures and suspected ADR

Analysis of issues around a detected signal -
confirmation/refutation of hypotheses

Estimation of the size of the risk

Assessment of potentially susceptible patients-
co morbidity?

Consideration of possible changes in the 
risks and benefits of therapy

Communication -to health professionals 
and the population

Evaluation of consequences of adverse 
drug events 

Taking regulatory action, if required



Rationale for PV of Antimalarial drugs 
in Africa 

Malaria transmission is high-Frequent treatments

Many countries have adopted ACT- opportunity to 
assess safety on wide scale

Little experience with ACTs in Africa outside clinical 
trials

Presumptive treatment of fever in the informal sector is 
widespread 

incorrect dosing, inappropriate treatment, drug 
interactions

Administration of antimalarial treatments in patients 
with co-morbid illness is a concern 



Challenges of PV in Africa

Distinction between an "adverse event" and an 
"adverse drug reaction" 

“AE -any undesirable medical occurrence that 
develops after the administration of a drug, 
regardless of the suspected relationship between 
the drug product and the event”

ADR-Any noxious and unintended responses to a 
medicinal product related to any dose

The phrase "responses to a medicinal product" 
implies that a causal relationship between a 
medicinal product and an AE is at least a 
reasonable possibility (i.e. the relationship can 
not be ruled out)

AEs are often difficult to distinguish from 
common symptoms of malaria

The maximum severity grading of an AE  
(WHO guidelines) is subjective

Assigning a causal relationship is difficult-
definitely unrelated-definitely related

Defining period of "reasonable temporal 
association": CT include partner  drugs with 
long elimination half-lives. 

Determining if an event is unexpected-difficult 
for co administered drugs



Methods of pharmacovigilance (PV)

Two broad approaches

Passive spontaneous reporting 
systems (UK’s yellow card scheme-
started in 1964, following Thalidomide 
tragedy of 1960s)

Pharmaco-epidemiological methods
(UK’s prescription event monitoring (PEM))



Passive spontaneous post authorisation 
follow up

Advantages
low cost
Simplicity
Ability to detect 
rare events
Continuous

Limitations 
Currently limited 
or non-existent 
in most sub-
Saharan African 
countries

No incidence 
data

Potential challenges
•under-reporting
•difficulty of establishing a causal relationship 
between AEs and specific drugs

Initial focus
•Sentinel health facilities-district Hosp.
•Targeted populations-pregnant women 
and children <5
•Only SAEs or those deemed possible, 
probable or definitely related to drugs



Post licensure clinical trials (Phase IV trials)
Comparison of multiple treatment groups-to 
test hypotheses that the risk of AEs varies 
with type of treatment

Critical issues: Sample size estimation-
Ideally be based on a primary safety outcome

Practical challenges:
how to differentiate AEs from symptoms of malaria 
or other illnesses
how to establish the severity, relationship, and 
expectedness of AEs



Case control studies
Suitable for rare AEs-pregnant mothers 
exposed to antimalarial treatments in the first 
trimester

Practical challenges: Good antenatal and 
pregnancy registers-data on exposure to 
medicines in pregnancy –HMIS registers?

Initial focus: Assessment of SAEs during the 
first year after delivery in cases and controls

At delivery
Time of routine vaccination
Any point of contact with the health care system



Active population-based post-
authorization safety evaluation

Linked to DSS sites
Ideal but more difficult Ideal but more difficult --very expensive and very expensive and 
laborious. laborious. 

Major challenges: identification of treated 
(exposed) patients, setting up active surveillance 
system

Initial Focus
Sample population-children < 5 and pregnant 
women)-extended regular follow up (1-3 years)

Followed for 1-2 months every time antimalarial 
treatment is administered

Linked to other data platforms
Targeted population at SS for monitoring 
antimalarial treatment-EANMAT,WANMAT1&2

Linked to sample vital events registration-
PMI, PEPFAR

Linked to HBMF
Active PV could be conducted by drug distributors. 

Embedded within broader framework of M & E 
for malaria –MDGs!



Is pharmacovigilance of antimalarial 
treatment in Africa possible? 

Yes but will be challenging!
Conduct initial assessment

determine system to use for detection, evaluation of 
severity and determination relationship of AEs to drug

Address Practical issues
How reporting will be done
By whom and to whom
Type of AEs to report (All AEs or SAEs?)

We propose a conceptual model for 
strengthening PV at country level (McNabb et 
al, 200



Improved PV
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•ADR data use
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Operational research needs
A variety of methods for PV are available-t 
research is needed to identify the best mix 
of methods and the type of AE for each 
method

Investigation of creative approaches for 
safety monitoring - incentive/motivation 
schemes for reporting AEs

Identifying specific issues related to gender 
differences, informal providers, over the 
counter products and herbal medicinal 
products



Conclusion
Rigorous and continuous QA and 
standardisation

Harness present momentum to 
develop innovative proposals for PV

WHO’s recent workshops on PV for 
Burundi, DRC, Mozambique, Zambia 
and Zanzibar

Initial focus should be PV of 
Antimalarial drugs-later expansion to 
include all medicines
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