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FOREWORD 

      
 

The Medicines Control Authority of Zimbabwe (MCAZ) is a statutory body established by an 

Act of Parliament, The Medicines and Allied Substances Control Act (MASCA) [Chapter 

15.03]. MCAZ is a successor of the Drugs Control Council (DCC) and the Zimbabwe 

Regional Drug Control Laboratory (ZRDCL). DCC was established by an Act of Parliament 

in 1969: Drugs and Allied Substances Control Act [Chapter 15.03] following which ZRDCL 

became operational in 1989. 

 

The mandate of the MCAZ is to protect public and animal health by ensuring that accessible 

medicines, vaccines and medical devices are safe, effective and of good quality through 

enforcement of adherence to standards by manufacturers and distributors 

 

The national pharmacovigilance centre under the MCAZ, was set up in 1998. Zimbabwe, 

through the national PV centre is a participating country to the international drug monitoring 

programme. The first edition of the Pharmacovigilance policy handbook, November 2013 

was written in consultation with the Ministry of Health and Child Care (MoHCC) public 

health programmes and all provincial management, including some private health 

stakeholders and the pharmaceutical industry. This revised edition, of the national PV policy, 

July 2016 was done in-line with current international and local medicines safety 

requirements, and in consultation with MoHCC public health programmes, private health 

stakeholders and the pharmaceutical industry. 

 

The aims of the PV policy handbook are to firstly provide a framework for a national 

pharmacovigilance system in Zimbabwe. Secondly, to define the pharmacovigilance activities 

undertaken by the Pharmacovigilance centre and stakeholders. Thirdly to delineate the trends 

and signals of adverse events with medicines used in the country and help policy makers 

utilize evidence based practice in patient safety and therapeutics.  

 

I urge both private and public health programmes to set up sustainable pharmacovigilance 

systems in collaboration with the national Pharmacovigilance Centre, and promote medicines 

safety data sharing and communication in a way that promotes patient safety and therapeutics. 

 

 

 

   BRIGADIER GENERAL (DR) G GWINJI  

SECRETARY FOR HEALTH AND CHILD CARE 
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 PREFACE 
 

 

The Zimbabwe National Pharmacovigilance Policy Handbook, 2nd Edition updates the 

November 2013 version to indicate the Zimbabwe National Pharmacovigilance (PV) 

Centre’s compliance with the WHO Pharmacovigilance Indicators Handbook 2015. This 

edition also includes the revised Adverse Drug Reaction (ADR) reporting form, the revised 

joint Medicines Control Authority of Zimbabwe-Medical Research Council of Zimbabwe 

Serious Adverse Event (SAE) reporting form, the revised  World Health Organization 

(WHO) definition of an Adverse Event Following Immunization (AEFI) and causality 

assessment of an AEFI as per the WHO Aide-memoire on AEFI Causality Assessment, 

2013 and the MCAZ Guidelines for the Notification of a Medicinal Product Problem/Defect 

and Recall Procedure.  
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1.  INTRODUCTION 

 

The thalidomide tragedy, which occurred from the late 1950's to the early 1960's, raised 

concerns regarding the safety of medicines and the potential dangers to public health 

associated with unexpected adverse reactions to medicines. In response, the Sixteenth World 

Health Assembly (1963) adopted a resolution (WHA 16.36) that reaffirmed the need for early 

action in regard to the rapid dissemination of information on adverse drug reactions. The 

World Health Organization (WHO), following the World Health Assembly Resolution 

(WHA 20.51 of 1967), established an international drug monitoring scheme initially with 10 

member countries in 1968 to develop a system, applicable internationally, for detecting 

previously unknown or poorly understood adverse effects of medicines. The initial activities 

of the pilot project culminated in the current WHO Programme for International Drug 

Monitoring Programme  and has grown to become a global network of national 

pharmacovigilance centres in over 140 countries in 2013  (see www.who-umc.org). 

Zimbabwe, through the Medicines Control Authority of Zimbabwe (MCAZ), became a 

participating country to the WHO International Drug Monitoring programme in 1998. The 

mandate of the MCAZ as a National Drug Regulatory Agency (NDRA) is to ensure that 

medicines that can be accessed by the public are safe, effective, and of good quality. The 

MCAZ also serves as the national pharmacovigilance centre. The operations of the centre are 

based on the WHO guidelines for setting up and running a national pharmacovigilance 

centre. The Zimbabwe National Centre, along with all other member countries of the WHO 

Programme, are displayed on the following pages: https://www.who-umc.org/global-

pharmacovigilance/members/ 

https://www.who-umc.org/global-pharmacovigilance/members/who-programme-members/ 

Pharmacovigilance is the science and activities relating to the detection, assessment, 

understanding and prevention of adverse effects or any other medicines-related problem. It 

aims at getting the best outcome from treatment with medicines. Good pharmacovigilance 

will identify the risks within the shortest possible time, and will help to establish or identify 

risk factors for adverse drug reactions. When communicated effectively, this information 

allows for intelligent, evidence-based prescribing with the potential for preventing many 

ADRs. Such information will ultimately help each patient to receive optimum therapy at a 

lower cost to the health system. Adverse drug events (ADEs) from poor product quality, 

adverse drug reactions (ADRs), and medication errors contribute significantly to morbidity 

and mortality. Although most cases go undetected, particularly in developing countries, data 

from the US shows that ADEs are the fourth to sixth leading cause of death. ADEs constitute 

a huge cost to the health system, estimated in the US at $177.4 billion in 2000. Economic 

consequences of adverse events that are not frequently reported include the impact of adverse 

events on patient adherence to treatment, resistance to medicines, and treatment outcomes. 

Besides the economic consequences, cases of adverse events affect the credibility of the 

https://www.who-umc.org/global-pharmacovigilance/members/
https://www.who-umc.org/global-pharmacovigilance/members/
https://www.who-umc.org/global-pharmacovigilance/members/who-programme-members/
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health system leading to loss of confidence. On the UMC website, under the tab “Safer use of 

medicines”, useful content for raising awareness of pharmacovigilance can be found and the 

link below leads you directly to the PV glossary.  

 https://www.who-umc.org/global-pharmacovigilance/global-pharmacovigilance/glossary/ 

 

The Zimbabwe National Pharmacovigilance Policy serves as a handbook for 

pharmacovigilance activities in the country. The pharmacovigilance activities are coordinated 

by the MCAZ in collaboration with the Ministry of Health and Child Care (MoHCC) and all 

key stakeholders both in the public and private health sector including the pharmaceutical 

industry.  The handbook also serves as a tool for providing an enabling environment for 

effective planning, implementation, monitoring and evaluation of the pharmacovigilance 

system by all key stakeholders. The handbook address issues related to the systems and 

structures required for pre- and post-authorization monitoring of safety and effectiveness of 

medicines in Zimbabwe. 

If successfully implemented, the pharmacovigilance system will lead to early detection of 

adverse reactions, interactions and other medicine-induced problems as well as the detection 

of previously unknown adverse reactions (signals). Furthermore, the system ensures 

communication of changes in risk/benefit balance to stakeholders with a view of promoting 

patient safety including rational and safe use of medicines, vaccines and complimentary 

medicines. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

https://www.who-umc.org/global-pharmacovigilance/global-pharmacovigilance/glossary/
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2.   GUIDING PHILOSOPHY AND PRINCIPLES OF THE NATIONAL 

 PHARMACOVIGILANCE POLICY: 

 

The policy is based on the following guiding principles: 

a. Good quality healthcare is assured through application of pharmacovigilance 

principles and practice in private and public healthcare systems at all levels in order 

to ensure patient safety. 

b. Patients' access to safe and rational use of medicines and vaccines. 

c. Healthcare professionals are to consider pharmacovigilance practice as a professional 

responsibility. 

d. Integration of pharmacovigilance into the overall health system both public and 

private. 

e. Existence of consistent and effective partnerships and collaboration with all 

stakeholders. 

f. Existence of financial commitment at all levels for sustained safety monitoring of 

medicines and other medicine related issues. 

g. Use of current WHO and ICH guidelines for different types of methods of 

pharmacovigilance activities including causality assessment and pharmacovigilance 

training tools. 

h. The National Pharmacovigilance Centre will work in close collaboration with the 

WHO International Drug Monitoring Programme including submitting ICSRs to the 

VigiBase database. 

i. The National Pharmacovigilance Centre will collect patient ADRs in an ethical and 

confidential manner, analyse and communicate the information in a way that 

improves therapeutics and patient safety through the use of bulletins, alert notices, 

circulars, dear doctor letters, and publications in international medicines safety 

journals. 

j. Inclusion of pharmacovigilance training curriculum and modules at academic 

institutions for both undergraduate and post graduate biomedical degrees, medicine, 

pharmacy, and nursing, physiotherapy and occupational health training programs 

using the WHO pharmacovigilance toolkit. 

k. Recognition of national and international treatment guidelines. 

l. Requirements for a national pharmacovigilance centre as per the WHO 

Pharmacovigilance Indicators Handbook 2015, and Indicator-Based 

Pharmacovigilance Assessment Tool (IPAT); Manual for Conducting Assessments in 

Developing Countries, Strengthening Pharmaceutical Systems (SPS) Program 2009.  

m. AEFI surveillance in collaboration with the Zimbabwe Expanded Programme on 

Immunization; EPI Unit – Ministry of Health and Child Care (MoHCC). 
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3.  FUNCTIONS OF THE ZIMBABWE NATIONALPHARMACOVIGILANCE 

CENTRE 

 

The functions of a national pharmacovigilance system are numerous and varied. Through 

consultation between WHO, the WHO Advisory Committee on the Safety of Medicinal 

Products (ACSoMP) and The Global Fund, the minimum functions of a national 

pharmacovigilance system have been defined as follows: 

a. To promote pharmacovigilance in the country, collect and manage Individual Case 

Safety Reports (ICSRs) as well as reports of medication errors and suspected 

counterfeit/substandard medicines 

b. To collaborate and harmonize with other ICSRs collection activities within the 

country (e.g. national disease control programmes, poison control centres, etc.) and 

international ICSRs monitoring programmes. 

c. To identify signals of medicines safety such as unknown or poorly characterised 

adverse events in relation to a drug. 

d. To undertake assessment of risk and options for risk management. 

e. To identify if there are quality problems in medicines resulting in ICSRs and more 

generally, support the identification of medicine quality issues. 

f. To provide effective communication and feedback on aspects related to medicines 

safety, including dispelling unfounded rumors of toxicity attributed to medicines 

and/or vaccines. 

g. To apply information from pharmacovigilance for the benefit of public health 

programmes, individual patients and national medicines policies and treatment 

guidelines. 

h. To set up and collaborate with regional/sentinel centers country wide, in line with 

the terms of reference, pharmacovigilance indicators including current legislation 

and guidelines. 

i. To encourage conduct of medicines utilization studies. 

j. To be an active participating member of the WHO International Drug Monitoring 

Programme through the WHO Collaborating Centre for International Drug 

Monitoring, the Uppsala Monitoring Centre (UMC) in Uppsala, Sweden.  The 

WHO headquarters is responsible for all policy issues relating to the WHO Drug 

Monitoring Programme whilst UMC focuses on technical issues and the day to day 

running of the WHO Programme.  

k. Reporting ICSRs to the WHO medicines safety database; VigiBase and sharing 

safety data for analysis and signal detection. 

l. Conduct surveillance of AEFI, classification of causality of AEFI as per the WHO 

Aide-memoire on Causality Assessment of AEFI, 2013. 
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4. PHARMACOVIGILANCE METHODS 

 

Several methods can be used to collect safety information in pharmacovigilance. In all 

national pharmacovigilance systems, spontaneous reporting forms the bedrock of the system 

despite its well-known limitation of under-reporting. It is relatively inexpensive and provides 

a life-time monitoring of all medicines in all patients in any healthcare system. There are 

other systems including active patient follow-up e.g. Cohort Event Monitoring (CEM). Brief 

highlights of the various pharmacovigilance methods are given below (adapted from the ICH 

E2E Guidelines. The full document can be downloaded from the ICH website using this link  

 http://www.ich.org/products/guidelines/efficacy/efficacysingle/article/pharmacovigilance 
 planning.html 

 

Pharmacoepidemiologic studies provide valuable information about the health effects of  

healthcare products, Guidelines for Good Pharmacoepidemiology Practice, 2015.  
 
 

4.1 Spontaneous Reporting 

Spontaneous reports are those adverse drug events/reactions that are voluntarily reported 

either to pharmaceutical manufacturers, to national or regional pharmacovigilance centers, or 

to national regulatory authorities by healthcare professionals, other professionals or 

consumers (ICH definition). Spontaneous reporting is sometimes referred to as passive 

reporting. A spontaneous report is an unsolicited communication by health-care professionals 

or consumers that describes one or more ADRs in a patient who was given one or more 

medicinal products and that does not derive from a study or any organized data collection 

scheme (WHO definition). It is designed to detect ADRs not previously observed in 

preclinical or clinical studies, to improve understanding of the potential risks, including 

reactions resulting from medicines interactions or effects of medicines in particular 

populations, and to help provide a basis for effective medicines regulation, education and 

consequent changes in practices by prescribers and consumers.  

Spontaneous reporting is the most common method of surveillance worldwide. It has played 

a major role in the identification of safety signals throughout the marketed lifetime of 

medicines in general. It is the easiest system to establish and the cheapest to run. However, 

reporting is generally very low and subject to strong biases; and there is no database of all 

users or information on overall medicine utilization. It is possible to identify risk factors with 

spontaneous reports, however it is not possible to calculate incidence and compare safety 

profiles of difference medicines. A new term has been introduced that will replace 

“spontaneous reports”: this is individual case safety reports (ICSRs). ICSRs play a major role 

in the identification of signals of risk once a medicine is marketed. ICSRs can also provide 

important information on at-risk groups, risk factors (to a limited degree), and clinical 

features of known serious ADRs.  

  

http://www.ich.org/products/guidelines/efficacy/efficacysingle/article/pharmacovigilance
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4.2 Case Series of Spontaneous Reports 

Series of case reports can provide evidence of an association between a medicine and an 

adverse event, but they are generally more useful for generating hypotheses than for 

verifying an association between medicine exposure and outcome. There are certain distinct 

adverse events known to be associated frequently with drug therapy, such as anaphylaxis, 

aplastic anaemia, toxic epidermal necrolysis and Stevens Johnson syndrome. Therefore, 

when events such as these are spontaneously reported, it is important that pharmacovigilance 

centres place emphasis on these reports for detailed and rapid follow-up. 

4.3 Stimulated Reporting 

Several methods have been used to encourage and facilitate reporting by health professionals 

in specific situations (e.g., in-hospital settings), for new products or for limited time periods. 

Such methods include on-line reporting of adverse events and systematic stimulation of 

reporting of adverse events based on a pre-designed case definition. Although these methods 

have been shown to improve reporting, they are not devoid of the limitations of spontaneous 

reporting, especially selective reporting and incomplete information. 

4.4 Targeted Spontaneous Reporting (TSR) 

Targeted spontaneous reporting is a variant of spontaneous reporting. It focuses on detecting 

ADRs in a well-defined group of patients on treatment. Targeted spontaneous reporting 

(TSR) builds on the principles of both spontaneous reporting (described above) and cohort 

event monitoring (CEM, [described below]). Health professionals in charge of a well-defined 

group of patients would be sensitized to report specific safety concerns suspected to be 

medicine related. It provides a comprehensive monitoring method which is affordable, 

feasible and sustainable in settings with limited financial and human resources and promotes 

the role of pharmacovigilance as a best practice that improves quality of care. This focused 

approach has the same objectives and flow of information as spontaneous reporting. The 

reporting requires no active measures to look for particular syndromes.  

TSR may be adapted either to measure all adverse reactions in the defined population or to 

focus only on specific reactions of particular concern. It is suitable for monitoring of patients 

on ARVs, anti-TBs and other essential medicines. The monitoring of ADRs can be integrated 

as a standard of care, to accompany the routine practice of monitoring success, death, default 

or failure of treatment within the cohort. One benefit of monitoring for safety within a 

treatment cohort is that the number and profiles of the exposed patients are known. To 

measure the burden of medicine related problems accurately, recording and reporting of 

observed events needs to be as complete as possible.  

4.5 Active Surveillance 

Active (or proactive) safety surveillance means that active measures are taken to detect 

adverse events. This is achieved by active follow-up after treatment and the events may be 

detected by asking patients directly or screening patient records. It is best done prospectively. 

Active pharmacovigilance is sometimes very descriptively referred to as “hot pursuit”. The 

most comprehensive method is the cohort event monitoring (CEM). It is an adaptable and 
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powerful method of getting good comprehensive data. Other methods of active monitoring 

include the use of registers, record linkage and screening of laboratory results in medical 

laboratories.  

  

4.6 Cohort Event Monitoring 

CEM is a prospective, observational, cohort study of adverse events associated with one or 

more medicines. An adverse event is any untoward medical occurrence that may present 

during treatment with a pharmaceutical product, but which does not necessarily have a causal 

relationship with the treatment. CEM is sometimes referred to as prescription event 

monitoring (PEM), but this term is inappropriate when individual prescription with 

subsequent dispensing by pharmacists is not part of the process of supplying medicines to 

patients. In most resource limited countries, the treatment of TB and other important diseases 

is not provided on a prescription basis. A CEM programme is essentially an observational 

study in normal clinical practice of a new medicine in the early post-marketing phase, but it 

can be used for older medicines. Its basic function is to act as an early warning system of 

problems with new medicines, although it will provide much more information. 

CEM records all clinical events and not just suspected ADRs. It involves actively and 

systematically asking for reports of any and all events and provides a method that facilitates 

reporting. An event is any new clinical experience that occurs after commencing treatment 

with a medicine regardless of its severity or seriousness and without judgment on its 

causality. Favorable events may be recorded as an indication of an unexpected therapeutic 

effect. 

 

4.7 Prescription Event Monitoring (PEM) 

Prescription event monitoring is a method of active pharmacovigilance surveillance. In 

prescription event monitoring, patients might be identified from electronic prescription data 

or automated health insurance claims. A follow-up questionnaire can then be sent to each 

prescribing physician or patient at pre-specified intervals to obtain outcome information. 

Information on patient demographics, indication for treatment, duration of therapy (including 

start dates), dosage, clinical events and reasons for discontinuation can be included in the 

questionnaire. Limitations of drug event monitoring can include poor physician and patient 

response rates and the unfocused nature of data collection, which can obscure important 

signals. In addition, maintenance of patient confidentiality might be a concern. On the other 

hand, more detailed information on adverse events from a large number of physicians and/or 

patients might be collected. 

4.8 Sentinel Sites 

Active surveillance can also be achieved by reviewing medical records or interviewing 

patients and/or physicians in a sample of sentinel sites to ensure complete and accurate data 

on reported adverse events from these sites. The selected sites can provide information, such 

as data from specific patient sub-groups that would not be available in a spontaneous 

reporting system. Further, information on the use of a medicine, such as abuse, can be 
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targeted at selected sentinel sites. Some of the major weaknesses of sentinel sites are 

problems with selection bias, small numbers of patients, and increased costs. 

 

4.9 Registries 

A patient registry is a list of patients presenting with the same characteristic(s). This 

characteristic can be pregnancy (pregnancy registry), a disease (disease registry), a specific 

exposure (medicines registry) and death (death registry). In each type of registry, information 

can be collected through a battery of standardized questionnaires in a prospective fashion. 

4.10 Comparative Observational Studies 

Traditional epidemiologic methods are a key component in the evaluation of adverse events. 

A number of observational study designs are useful in validating signals from spontaneous 

reports or case series. Major types of these designs are cross-sectional studies, case-control 

studies, and cohort studies (both retrospective and prospective). 

4.11 Cross-Sectional Study 

Data collected on a population of patients at a single point in time (or interval of time) 

regardless of exposure or disease status constitute a cross-sectional study. These types of 

studies are primarily used to gather data for surveys or for ecological analyses. The major 

drawback of cross-sectional studies is that the temporal relationship between exposure and 

outcome cannot be directly addressed. These studies are best used to examine the prevalence 

of a disease at one time point or to examine trends over time, when data for serial time points 

can be captured. These studies can also be used to examine the crude association between 

exposure and outcome in ecologic analyses. Cross-sectional studies are best utilized when 

exposures do not change over time. 

4.12 Case-Control Study 

In a case-control study, cases of disease (or events) are identified. Controls, or patients 

without the disease or event of interest, are then selected from the source population that 

gave rise to the cases. The controls should be selected in such a way that the prevalence of 

exposure among the controls represents the prevalence of exposure in the source population. 

The exposure status of the two groups is then compared using the odds ratio, which is an 

estimate of the relative risk of disease in the two groups. 

4.13 Cohort Study 

In a cohort study, a population-at-risk for the disease (or event) is followed over time for the 

occurrence of the disease (or event). Information on exposure status is known throughout the 

follow-up period for each patient. A patient might be exposed to a medicine at one time 

during followup, but non-exposed at another time point. Since the population exposure 

during follow-up is known, incidence rates can be calculated. In many cohort studies 

involving medicines exposure, comparison cohorts of interest are selected on the basis of 

drug use and followed over time. Cohort studies are useful when there is a need to know the 

incidence rates of adverse events in addition to the relative risks of adverse events. Multiple 

adverse events can also be investigated using the same data source in a cohort study. 
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However, it can be difficult to recruit sufficient numbers of patients who are exposed to a 

medicine of interest or to study very rare outcomes. 

4.14 Targeted Clinical Investigations 

When significant risks are identified from pre-approval clinical trials, further clinical studies 

might be called for to evaluate the mechanism of action for the adverse reaction. In some 

instances, pharmacodynamic and pharmacokinetic studies might be conducted to determine 

whether a particular dosing instruction can put patients at an increased risk of adverse events. 

Genetic testing can also provide clues about which group of patients might be at an increased 

risk of adverse reactions. Furthermore, based on the pharmacological properties and the 

expected use of the medicine in general practice, conducting specific studies to investigate 

potential drug-drug interactions and food-drug interactions might be called for. These studies 

can include population pharmacokinetic studies and drug concentration monitoring in 

patients and normal volunteers. 

4.15 Descriptive Studies 

Descriptive studies are an important component of pharmacovigilance, although not for the 

detection or verification of adverse events associated with medicine exposures. These studies 

are primarily used to obtain the background rate of outcome events and/or establish the 

prevalence of the use of drugs in specified populations. 

4.16 Natural History of Disease 

The science of epidemiology originally focused on the natural history of disease, including 

the characteristics of diseased patients and the distribution of disease in selected populations, 

as well as estimating the incidence and prevalence of potential outcomes of interest. These 

outcomes of interest now include a description of disease treatment patterns and adverse 

events. Studies that examine specific aspects of adverse events, such as the background 

incidence rate of or risk factors for the adverse event of interest can be used to assist in 

putting spontaneous reports into perspective. For example, an epidemiologic study can be 

conducted using a disease registry to understand the frequency at which the event of interest 

might occur in specific subgroups, such as patients with concomitant illnesses. 

4.17 Drug Utilization Study 

Drug utilization studies (DUS) describe how a medicine is marketed, prescribed, and used in 

a population, and how these factors influence outcomes, including clinical, social, and 

economic outcomes. These studies provide data on specific populations, such as the elderly, 

children, or patients with hepatic or renal dysfunction, often stratified by age, gender, 

concomitant medication, and other characteristics. 
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5. REPORTING OF ADVERSE DRUG REACTIONS (ADRs) BY        

 HEALTHCARE PROFESSIONALS, PATIENTS AND CONSUMERS  

 
 

5.1 Reporters of Suspected ADRs 

All health care workers, including doctors, dentists, pharmacists, nurses, other health 

professionals and the patients are requested to report all suspected adverse reactions to 

medicines (including vaccines, X-ray contrast media, complementary medicines), especially 

when the reaction is unusual, potentially serious or clinically significant.   It is vital to report 

an adverse drug reaction to the Medicines Control Authority of Zimbabwe 

pharmacovigilance programme even when all the facts are not available or there is 

uncertainty that the medicine definitely caused the reaction. 

Adverse drug reaction reports do not constitute an admission that a health professional 

contributed to the event in any way. The outcome of the report, together with any important 

or relevant information relating to the reaction that has been reported, will be sent back to the 

reporter as appropriate. The details of the report will be stored in a confidential database.  

The name of the reporter or any other health professionals named on a report and the patient 

will be removed before any details about a specific adverse drug reaction are used or 

communicated to others. The information obtained from the report will not be used for 

commercial purposes. The information is only meant to improve understanding of the 

medicines used in Zimbabwe. 

5.2 Reporting a Suspected ADR  

5.2.1 Obtain Patient History and Do a Proper Examination 

a. A full medicine and medical history should be done. 

b. Determine if the adverse reaction can be explained by other causes e.g. patient's 

underlying disease, other medicine/s, over-the-counter medicines or 

complementary medicines; toxins or foods 

c. The patient should be appropriately investigated to decide what the actual cause 

of any new medical problem is. A medicine-related cause should be considered, 

especially when other causes do not explain the patient's condition. 

d. Few medicines produce distinctive physical signs. Exceptions include fixed 

medicine eruptions, steroid-induced dermal atrophy, acute extra pyramidal 

reactions 

e. Laboratory tests are especially important if the medicine is considered essential 

in improving patient care or of the lab test results will improve management of 

the patient 

f. Try to describe the reaction as clearly as possible and where possible provide an 

accurate diagnosis.  



 

21 
Zimbabwe National Pharmacovigilance Policy Handbook, 2nd Edition 

 
 

5.2.2. Establish Time Relationships 

a. Some reactions occur immediately after being given a medicine while other 

reactions take time to develop. 

b. The time from the start of therapy to the time of onset of the suspected reaction 

must be logical. 

5.2.3. Dechallenge and Rechallenge (when necessary) 

a. Resolution of suspected ADR when the medicine is withdrawn is a strong, 

 although not conclusive, indication of medicine-induced reaction. 

b. In cases where a withdrawal reaction is experienced, a rechallenge is when the    

medicine is again given to the patient. Rechallenge is only justifiable when the 

benefit of re-introducing the medicine to the patient outweighs the risk of 

recurrence of the reaction. This is rare. In some cases the reaction may be more 

severe on repeat exposure 

c. “Positive” dechallenge is resolution of an ADR after withdrawing the 

 medicine. 

5.2.4 Check the Known Pharmacology of the Medicine. 

a. Is the reaction known to occur with the particular medicine as stated in the 

package insert or other reference? 

b. If the reaction is not documented in the package insert, it does not mean that the 

reaction cannot occur with that particular medicine. 

5.2.5 ADRs Reportable to the MCAZ 

a. All suspected adverse events regardless of severity  

5.2.6 Reportable Product Quality Problems to MCAZ 

a. Suspected contamination 

b. Questionable stability 

c. Defective components 

d. Poor packaging or labeling 

e. Therapeutic failures 

 

5.3 Characteristics of a Complete Case Report 

Complete case reports include the following elements: 

a. Description of the adverse events or disease experience, including time to onset 

of signs or symptoms; 

b. Suspected and concomitant product therapy details (i.e., dose, lot number, 

schedule, dates, duration), including over-the-counter medications, dietary 

supplements, and recently discontinued medications; 

c. Patient characteristics, including demographic information (e.g., age, race, sex), 

baseline medical condition prior to product therapy, co-morbid conditions, use 
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of concomitant medications, relevant family history of disease, and presence of 

other risk factors; 

d. Documentation of the diagnosis of the events, including methods used to make 

the diagnosis; 

e. Clinical course of the event and patient outcomes (e.g., hospitalization or death) 

f. Relevant therapeutic measures and laboratory data at baseline, during therapy, 

and subsequent to therapy, including blood levels, as appropriate; 

g. Information about response to dechallenge and rechallenge; and 

h. Any other relevant information (e.g., other details relating to the event or 

information on benefits received by the patient, if important to the assessment of 

the event). 

For reports of medication errors, a complete case report also includes full descriptions of the 

following, when such information is available: 

a. Products involved (including the trade (proprietary) and generic name, 

manufacturer, dosage form, strength, concentration, and type and size of 

container); 

b. Sequence of events leading up to the error; 

c. Work environment in which the error occurred; and 

d. Types of personnel involved with the error, type(s) of error, and contributing 

factors. 

    A medication error form should be completed and submitted to the MCAZ.  

5.4 Minimization of Occurrence of Suspected ADRs 

Some ADRs are unavoidable and cannot be prevented.  However, most ADRs can be 

prevented by following the basic principles of rational use of medicines that are described as 

follows: 

a. Use few medicines, whenever possible 

b. Use medicines that you know well 

c. Do not change therapy from known medicines to unfamiliar one without good 

reasons. 

d. Use text books and other reference material providing information on medicine 

reactions and interactions. 

e. Take extra care when you prescribe medicines known to exhibit a large variety 

of interactions and adverse reactions (anticoagulants, hypoglycemic, and 

medicines affecting the CNS) with careful monitoring of patients with such 

reactions. 

f. Beware of the interaction of medicines with certain food stuffs, alcohol and 

even with house hold chemicals. 
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g. Review all the medicines being used by your patients regularly, taking special 

notice with those bought without prescription (over the counter, 

complementary). 

h. Be particularly careful when prescribing to children, the elderly, pregnant and 

nursing women, the seriously ill and patients with hepatic and renal diseases.  

Careful ongoing monitoring is also essential in these patients. 

i. If the patient shows signs and/or symptoms not clearly explained by the course 

of their illness, think of adverse drug reaction. 

j. If you suspect an adverse reaction, consider stopping the medicine or reduce the 

dosage as soon possible and please report the adverse drug reaction to the 

Medicines Control Authority of Zimbabwe. 

5.5 When to Report Suspected ADRs and ADR reporting tools 

An ADR report should be submitted to the MCAZ, as soon as possible after the reaction but 

in no case later than 15 calendar days of knowledge of the information. To report an ADR, 

the MCAZ e-ADR reporting platform http://www.mcaz.co.zw/index.php/2016-01-08-06-40-

00/e-reporting should be used. Once submission is made on-line, the e-ADR  form (Annex 1) 

is received by the MCAZ. A standard ADR reporting form can also be completed (Annex 2), 

and submitted to the MCAZ. It is better not to wait until final results and information such as 

hospital letters are received, because the report may be forgotten. These additional details can 

be sent to the MCAZ later. Please note that the VigiBase database requires patient initials as 

a mandatory field, however patient full name is not required for confidentiality reasons. All 

ADR reports once submitted, are treated in an anonymous format. There are mandatory fields 

to be completed on an ADR form and the Uppsala Monitoring Centre developed the 

vigiGrade completeness score which is a measure of the amount of clinically relevant 

information in a structured format, which would not be reflecting whether the information 

establishes causality between the medicine and adverse event, Bergval et al. 2013. 

 

5.6 Who Should Report 

Reporters may be in the public or private health sector. They include physicians, pharmacists, 

and nurses. Other reporters include public health professionals, staff in medical laboratories 

and pathology departments, and pharmaceutical companies. Pharmaceutical companies 

should refer to chapter 10 of this policy handbook. Health and community workers (who are 

literate) should be encouraged to report, preferably to the clinician who prescribed the 

treatment, or directly to the MCAZ. Consumers, patients or patient representatives may also 

report using the e-ADR form or the standard ADR reporting form. 

5.7 Follow-Up 

All reports of serious events should be followed up if details are incomplete. This may 

require the involvement of health professionals in a clinical setting who have been trained 

and appointed for this type of work. Occasionally follow-up information is required to fully 

assess reports of non-serious events. Follow-up requests should be kept to a minimum as they 

can discourage further reporting. Examples of follow-up information might be: essential 

http://www.mcaz.co.zw/index.php/2016-01-08-06-40-00/e-reporting
http://www.mcaz.co.zw/index.php/2016-01-08-06-40-00/e-reporting
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missing details, information on the final outcome, the result of re-challenge, the results of 

laboratory tests, and post-mortem results from health facilities where autopsy is undertaken. 

5.8 Feedback to Reporters 

The pharmacovigilance centre will provide feedback to anyone who reports an ADR. Further  

feedback information will be provided to the reporter after causality assessment by the 

MCAZ PVCT Committee. The causality assessment classification for ADRs is classified as 

per the WHO Causality classification of Adverse Events definitions categories used by 

MCAZ and PVCT Committee (Annex 16).   

 

5.9 Patient and Consumer Reporting of ADRs, SAEs and AEFIs 

Direct and spontaneous patient reporting offers added value for pharmacovigilance in that it 

can speed up the acquisition of knowledge about adverse effects. Patient reports are more 

direct and often more detailed and explicit than indirect reports through health professionals.  

Unlike reports from clinicians, they often describe how the adverse effects affect people's 

lives. Spontaneous direct reporting also has important benefits beyond pharmacovigilance: 

the patient becomes an active participant instead of a largely passive recipient of treatment, 

and in the process learns how to manage one's medicines and to communicate more 

effectively with health professionals. Lastly, public health estimates of disease burden in 

populations do not consider the effects on people's everyday lives, and they should.  

For these reasons direct patient and consumer reporting of ADRs, SAEs and/or AEFIs should 

be encouraged and routinely incorporated in pharmacovigilance activities. The WHO 

published a guideline which included patient reporting, the WHO Draft Guidelines for 

Adverse Event Reporting and Learning Systems (WHO, 2005). To report an ADR or an 

SAE, the MCAZ e-ADR reporting platform http://www.mcaz.co.zw/index.php/2016-01-08-

06-40-00/e-reporting or standard ADR reporting form (Annex 2) should be completed and 

submitted to the MCAZ. An AEFI reporting form (Annex 12) should be completed to report 

an AEFI. An investigation should be conducted and an AEFI investigation form (Annex 13) 

completed and submitted for all AEFI cases that; 

i. are serious cases (death/ resulted in hospitalization/ disability) 

ii. belong to a cluster of AEFI 

iii. are a previously unrecognized event associated with an old or newly introduced 

vaccine involves an increased number or rates of known cause 

iv. are a suspected immunization error 

v. appear on the list of events defined for AEFI surveillance 

vi. cause significant parental or public concern. 

Investigations are conducted by healthcare providers. 

 

 

http://www.mcaz.co.zw/index.php/2016-01-08-06-40-00/e-reporting
http://www.mcaz.co.zw/index.php/2016-01-08-06-40-00/e-reporting
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6.  DATA ANALYSIS & MANAGEMENT OF ICSRs (ADRs, SAEs, AEFIs)        

        AND THEIR CAUSALITY ASSESSMENT  

 

Upon receipt of a completed ADR/SAE/AEFI form an MCAZ officer assigns an in-house 

report reference number on it and checks the information on the report form for 

completeness. The officer then requests for additional information or clarification from 

reporter when necessary and uploads the report into VigiBase database. 

The information on the suspected ADR/SAE/AEFI form is transferred to the MCAZ in-house 

report form and a case summary report is written which includes literature search and a 

recommendation of provisional causality.  

The completed in-house report form is then tabled at the next Pharmacovigilance and 

Clinical Trials (PVCT) Committee meeting for expert causality assessment. During the 

PVCT Committee meeting, the Committee decision is endorsed on the MCAZ in house 

report from. After the Committee meeting, the MCAZ secretariat then proceeds as decided 

by the Committee e.g. seek further information from EPI-Ministry of Health and Child Care, 

inform other health care professionals of such adverse reaction if necessary as an alert notice 

or letter or article in the drug information bulletin. The MCAZ secretariat also writes 

acknowledgement and feedback letters to the reporter. 

Causality classification for AEFIs is per the WHO Aide-memoire on AEFI Causality 

Assessment, 2013 (Annex 14). SAEs and ADRs causality classification is per the WHO 

Causality classification of adverse events definitions and categories used by the MCAZ and 

PVCT Committee meeting (Annex 16). 
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Figure 1. MCAZ Flowchart for ADR, SAE and AEFI Reports. 
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6.1 Causality Assessment of Suspected ADRs 

There are several causality assessment tools used originally based on the Bradford-Hill 

criteria such as the WHO Aide-memoire, 2002, WHO Aide-memoire, 2013, the DAIDS 

causality assessment tool, the Bradford-Hill criteria etc. 

6.1.1 The Bradford-Hill Criteria: 

These are summarized below, with comments relating to pharmacovigilance. 

a. Strength: A weak association does not mean that there is not causality but does 

weaken the case for common causality. 

b. Consistency: Consistent findings observed by different persons in different 

places, with different samples, strengthen the likelihood of causality.  

c. Specificity: Causality is more likely if the effect is observed in a very specific 

population at a specific geographic location and the disease has no other likely 

explanation.  

d. Temporality: The effect has to occur after the cause and, if there is an expected 

delay between the cause and the effect, the effect must occur after that delay.  

e. Biological gradient: A positive dose-response relationship strengthens the 

likelihood of a causal effect. With some interactions a negative dose response 

relationship may be suggestive.  

f. Plausibility: A plausible mechanism between cause and effect is an indicator of 

causality, but not all medicine-effect mechanisms are known.  

g. Coherence: Evidence from clinical laboratory or clinical pathology increases 

the likelihood of causality, but the same issue applies as in point 6: such 

evidence may be unavailable.  

h. Experiment: Other experimental evidence such as animal studies may be 

supportive.  

i. Analogy: The effect of similar factors may be important, such as class effects of 

medicines.  

6.2  Difficult to Categorize Events 

6.2.1 Deaths 

Relationships to death cannot be coded as probable or certain because there is no opportunity 

to see the effect of dechallenge or rechallenge. Death is however not considered as an ADR, 

but rather considered as an outcome. The events preceding death should be outlined in the 

ADR report. If there is a plausible time relationship and other causes can be excluded, a 

relationship to death should be coded as possible. If there is no plausible time to onset and 

other causes are evident, then the relationship should be coded as unlikely. If there is doubt, 

then they should be coded as unclassified and they can be reassessed as a group after an 

epidemiological analysis. 
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 The causality classification of AEFIs has has been adapted from Definition and application 

of terms for vaccine pharmacovigilance. Report of the CIOMS/WHO Working Group on 

Vaccine Pharmacovigilance, as per the WHO Aide-memoire on AEFI Causality Assessment, 

2013 (Annex 14). There are four main classes which are; consistent causal association to 

immunization, indeterminate, inconsistent causal association to immunization (coincidental) 

and unclassifiable. When there is no strong evidence for other causes, a known causal 

association with the vaccine/vaccination and the AEFI was within the time period of 

increased risk the AEFI is classified in the  class “consistent causal association to 

immunisation”. An inconsistent causal  association to immunization is identified as the 

causality assessment class when there is an inconsistent causal association to immunization 

and there is a strong evidence against a causal association. When the review of other 

qualifying factors suggest the AEFI is not classifiable, the causality assessment class is 

 “unclassifiable”. When the conclusion is “unclassifiable”, the reviewers should 

determine the reasons why classification was not possible and all attempts should be made to 

obtain the necessary supporting evidence for classification. The  association is considered 

“indeterminate” when adequate information on the AEFI is available but it is not possible to 

assign it to any of the definite AEFI causality assessment classes.  

 

6.2.2 Developing a Case Series 

MCAZ suggests that sponsors initially evaluate a signal generated from post-marketing 

spontaneous reports through a careful review of the cases and a search for additional cases. 

Additional cases could be identified from the sponsor's global adverse event databases, the 

published literature, and other available databases, such as MCAZ's Adverse Drug Reporting 

System or AEFI's. As part of the case-level review, the MCAZ suggests that sponsors 

evaluate individual case reports for clinical content and completeness, and follow up with 

reporters, as necessary. It is important to remove any duplicate reports. In assessing case 

reports, MCAZ recommends that sponsors look for features that may suggest a causal 

relationship between the use of a product and the adverse event, including: 

a. Occurrence of the adverse event in the expected time (e.g., type 1 allergic  

  reactions occurring within days of therapy, cancers developing after years of 

  therapy); 

b. Absence of symptoms related to the event prior to exposure; 

c. Evidence of positive dechallenge or positive rechallenge; 

d. Consistency of the event with the established pharmacological/toxicological 

  effects of the product, or for vaccines, consistency with established infectious   

             or immunologic mechanisms of injury; 

e. Consistency of the event with the known effects of other products in the class; 

f. Existence of other supporting evidence from preclinical studies, clinical trials, 

and/or pharmacoepidemiologic studies; and 

g. Absence of alternative explanations for the event (e.g., no concomitant 

medications that could contribute to the event; no co- or pre-morbid medical 

conditions). 
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Confounded cases (i.e., cases with adverse events that have possible etiologies other than the 

product of concern) could still represent adverse effects of the product under review. MCAZ 

recommends that sponsors carefully evaluate these cases and not routinely exclude them.  

For any individual case report, it is rarely possible to know with a high level of certainty 

whether the event was caused by the product. To date, there are no internationally agreed 

upon standards or criteria for assessing causality in individual cases, especially for events 

that often occur spontaneously (e.g. stroke, pulmonary embolism). Rigorous 

pharmacoepidemiologic studies, such as case-control studies and cohort studies with 

appropriate follow-up, are usually employed to further examine the potential association 

between a product and an adverse event. MCAZ suggests that the causal categories be 

specified and described in sufficient detail to understand the underlying logic in the 

classification. 

If the safety signal relates to a medication error, MCAZ recommends that sponsors report all 

known contributing factors that led to the event.  

6.3 Summary Descriptive Analysis of a Case Series 

In the event that one or more cases suggest a safety signal warranting additional 

investigation, MCAZ  recommends that a case series be assembled and descriptive clinical 

information be summarized to characterize the potential safety risk and, if possible, to 

identify risk factors. A case series commonly includes an analysis of the following: 

a. The clinical and laboratory manifestations and course of the event; 

b. Demographic characteristics of patients with events (e.g., age, gender, race); 

c. Exposure duration; 

d. Time from initiation of product exposure to the adverse event; 

e. Doses used in cases, including labeled doses, greater than labeled doses, and 

overdoses; 

f. Use of concomitant medications; 

g. Recreational habits such as smoking, alcohol etc.  

h. The presence of co-morbid conditions, particularly those known to cause the 

adverse event, such as underlying hepatic or renal impairment; 

i. The route of administration (e.g., oral vs. parenteral); 

 i.     Lot numbers, if available, for products used in patients with events; and 

 j.     Changes in event reporting rate over calendar time or product life cycle 

6.4   Safety Signals That May Warrant Further Investigation 

 It is not possible to characterize all events definitively because the actual risk to patients 

cannot be known and because there is invariably under-reporting of some extent and 

incomplete information about duration of therapy, number of patients exposed to the 

medicine, etc. Safety signals that may warrant further investigation may include, but are not 

limited to, the following:  

a.     New unlabeled adverse events, especially if serious; 
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b. An apparent increase in the severity of a labeled event; 

c. Occurrence of serious events thought to be extremely rare in the general  

  population; 

d. New product-product, product-device, product-food, or product-dietary 

supplement interactions; 

e. Identification of a previously unrecognized at-risk population (e.g., 

 populations      with specific racial or genetic predispositions or co- morbidities); 

f.      Confusion about a product's name, labeling, packaging, or use; 

g. Concerns arising from the way a product is used (e.g., adverse events seen at 

 higher than labeled doses or in populations not recommended for treatment); 

h. Concerns arising from potential inadequacies of a currently implemented risk 

 minimization action plan (e.g., reports of serious adverse events that appear to 

 reflect failure of a Risk MAP goal) and 

i.  Other concerns identified by the sponsor or MCAZ. 

6.5 Signal Detection 

6.5.1 Signal Identification-General Approach 

A signal is defined as “Reported information on a possible causal relationship between an 

adverse event and a medicine, the relationship being unknown or incompletely documented 

previously” (WHO definition).  

Usually more than a single report is required to generate a signal, depending on the 

seriousness and the quality of the information. The publication of a signal usually implies the 

need for some kind of review or action. Alternatively, several similar events have been 

identified with a strong relationship to a medicine (“certain” or “probable“) and there does 

not seem to be good evidence anywhere of these events being recognized as a signal. Events 

coded as “possible” can be used as supporting evidence. A group of unexpected deaths coded 

as “possible” forms an exception to this general rule and will need to be taken seriously. 

Occasionally a single event (certain or probable), notable for its severity, seriousness or 

distinctiveness, can be regarded as a signal. There may be one or two case-reports in the 

literature, but this is insufficient as validation and the signal needs to be strengthened. 

Causality assessment varies over time as it is dependent not only on the information in a 

report but also on our knowledge of the medicine. As this knowledge increases over time, 

causality assessment of the same report might vary. Causality of previously assessed reports 

needs to be reviewed when signals are being investigated. 

 

The identification of signals in the national pharmacovigilance centre's database, or another 

database, of adverse events or suspected adverse reactions requires careful review of 

individual reports and events. Careful, informed, routine, systematic and standardized clinical 

review of the centre's reports with the recording and appropriate collation of good data 

provides the quickest and most satisfying way of identifying previously unsuspected adverse 
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reactions. Following through the whole process from relationship assessment, to signal 

identification, to signal strengthening, to communicating the findings is essential. 

It is important to stress that new pharmacovigilance systems may have very few reports and 

may not be able to detect signals. It is therefore important for them to follow closely what is 

going on in other centres and also to rely on the WHO Pharmaceuticals Newsletter and 

UMC’s Signal document to keep abreast of signals that may be of importance to them. 

International collaboration is always key to both signal identification and signal 

strengthening and should be encouraged including use of the WHO VigiBase database. 

The data in the report(s) need to be of good quality if a signal of a new ADR is to be 

considered. There should be sufficient data to fully assess the relationship of the medicine to 

the event. A well documented report might lead to all degrees of causality: the good quality 

will simplify the process and ensure that the assessment is more reliable. The strongest 

signals will have several reports with a certain or probable relationship. According to the 

WHO, a signal may possibly be identified from one distinctive “certain” report. If there are 

no “certain” reports, at least three “probable” reports would be necessary for a signal. 

Causality "certain" is very rare. “Index cases” are fully documented cases with no 

confounders. Signal detection should follow a recognized methodology, which may vary 

depending on the type of medicinal product it is intended to cover, and detailed guidance on 

methods of signal detection may be found in the Report of CIOMS Working group VIII 

Practical Aspects of Signal Detection in Pharmacovigilance (CIOMS, Geneva 2010) and in 

the Guideline on the Use of Statistical Signal Detection Methods in the EudraVigilance Data 

Analysis System. 

The “unlikely” events should be scrutinized on a regular basis because they may contain 

hidden or unrecognized reactions. A cluster of similar events of significance may suggest an 

unexpected reaction that was not recognized at the time of clinical assessment. However, 

they should not be included in the assessment of a signal for which there are reports with 

certain, probable or possible relationships because differences could mask the characteristics 

of the signal being investigated. 

6.5.1.2 Reviewing Other Experiences for Detection of Signals 

Are there other similar reports in the database? Look for related clinical events for the 

suspected medicine and not simply a single event term. Also, look at related medicines in the 

same ATC classification grouping. Search the worldwide database of suspected adverse 

reactions of the WHO Collaborating Centre (UMC). The IC value for a medicine–event 

combination can be requested for by the National Centre from the UMC. If no reports can be 

found in VigiBase, ask for information held by other National Centres through the Vigimed 

e-mail network coordinated by UMC.  Search the literature for similar reports, using search 

tools such as PubMed or Micromedex. Ask the pharmaceutical company if they have 

received similar reports and ask for details. Were similar events identified in clinical trials? 

(Search the literature and/or ask the company for reports of clinical trials of the medicine)? 

Were similar events identified in preclinical studies? (Ask the pharmaceutical company.) Has 
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this event, or have any similar events, been identified in post marketing cohort event 

monitoring (ie. prescription event monitoring) studies?  

6.5.2 Selection Criteria for Events to Investigate for Signal Detection. 

a. There is good data 

b. The event is clinically relevant  

c. There have been several reports of the event that show a credible and strong 

 relationship with the medicine (certain/probable) 

d. What do we know about the medicine itself? 

e. What do we know about the way it is used? 

f. What do we know about similar medicines (class effects) 

g. Is there a reasonable causal relationship between the medicine and reaction in the  

case reports? 

h. If validated, the event is of sufficient importance or interest to: 

- require regulatory action, e.g. labelling amendment; 

- require advice to prescribers; 

- be of scientific importance 

6.5.3 Methods of Signal Detection  

The main methods of identifying signals are: 

a. Clinical assessment of individual events 

b. Clinical review of collated events 

c. Record linkage  

d. Automated signal detection. 

Data mining techniques should always be used in conjunction with, and not in place of, 

analyses of single case reports. Data mining techniques facilitate the identification of 

medicine-ADR pairs that might warrant further evaluation. Data mining simply identifies 

medicine-ADR combinations that have been reported more often than expected when 

compared to the whole database. Further, when using data mining techniques, consideration 

should be given to the threshold established for detecting signals, since this will have 

implications for the sensitivity and specificity of the method (a high threshold is associated 

with high specificity and low sensitivity). Confounding factors that influence spontaneous 

adverse event reporting are not removed by data mining. Results of data mining should be 

interpreted with the knowledge of the weaknesses of the spontaneous reporting system and, 

more specifically, the large differences in the ADR reporting rate between different 

medicines and the many potential biases inherent in spontaneous reporting. All signals 

should be evaluated recognizing the possibility of false positives. In addition, the absence of 

a signal does not mean that a problem does not exist. 

Signal detection for AEFIs will be done as per the WHO Causality Assessment of an adverse 

event following Immunization (AEFI), User Manual for the revised WHO Classification, 

2013. 
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6.5.4 Signal detection in low to medium income countries 
 

The expected achievements of pharmacovigilance systems include to; 

i. Identify  medicines-related harm to patients exposed to medicines 

ii. Identify risk factors and prevent harm to future patients 

iii. Spontaneous reporting the easiest and cheapest method for collection of data  

It is important to have realistic expectations of possible achievements and to avoid frustration 

among staff and maintain support from politicians, administrators and funders.  

 

 

Figure 2. UMC signal detection process 

 

Figure 2. adapted from a UMC presentation 
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Figure 3. Graph stratifying the number of ADR reports received by the UMC 

 

Figure 3. adapted from a UMC presentation 

Signals from the WHO programme  

The signals are based on data from developed countries and are primarily relating to 

medicines new on the market in those countries. They are relatively rare reactions since more 

common problems are identified earlier in the reporting chain by major national PV systems. 

Very few signals are relevant to low and middle income countries, as very little data is 

obtained.  
 

  6.6 Analysis of AEFI Data 
 The analysis of AEFI data is different to the analysis of ADR and SAE data. The Global 

Manual on surveillance of AEFIs, WHO 2014 details that immunization and vaccine safety 

surveillance should incorporate inbuilt mechanisms for structured, systematic and continued 

data collection. Epidemiological analysis of data is required to measure the impact of 

vaccines used in the country immunization programme and to disseminate findings to advise 

programme managers, and other stakeholders including manufacturers, WHO 2014. 
 

The MCAZ analyses AEFI data as per the WHO Global Manual on surveillance of AEFI and 

consider the following: 

 a. reporting source (reports of AEFI by different sources may provide a wider 

 range of information); 

 b. completeness of submitted AEFI forms; 

           c. verification and reassurance of data accuracy; 

       d. identifying health institutions where AEFI are not reported (determining        

           whether this is due to failure of reporting or whether there are no AEFI to be     

           reported) and checking on “zero reporting” or “nil reporting”; 

      e. performance of causality assessment to classify the AEFI; 

      f. estimated AEFI reporting rates (assessing the number of reported AEFI and the  

          rate per 1000, 10 000 or 100 000 doses of vaccine used in a specified time     

           period); 

      g. estimated rates by type of AEFI and by antigen (assessing the number of causes        
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          specific reported AEFI and the rate for 1000, 10 000 or 100 000 doses of   

          vaccine used in a specified time period); 

      h. comparison of these observable rates with available or expected known events,     

          whether vaccine reactions or background rates or historic reporting trends. 
 

  The table below is extracted from the WHO Global Manual on Surveillance of AEFIs and 

explains the purpose of AEFI data analysis at different levels of the immunization safety 

surveillance system, the extent and purposes of analysis at each level. 
 

Table 1. Purpose of AEFI data analysis at different levels 

Table 1. Adapted from the WHO Global Manual on Surveillance of AEFIs, 2014. 
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The analysis of AEFI data is carried out by following four steps as outlined in the Global 

Manual on surveillance of AEFI; 

Step 1: After verification of cases, all reported AEFI data is line-listed and entered into a data 

base. Line listing aides in the initial identification of clustering or any unusual or  

significant reporting events that need further analysis. 

Step 2: AEFI data is tabulated by place, person, time, antigens and type of event. This step 

further filters the AEFI by different variables and furthers analysis. It is possible to identify 

common immunization errors at this step. 

Step 3: Calculation of AEFI rates, where the number of doses administered for each antigen 

is the denominator for calculating reported AEFI rates for each antigen at a given time 

period. 

Step 4: Comparison and interpretation of AEFI rates. Expected vaccine reaction rates that are 

available for each type of AEFI and antigen (from WHO vaccine reaction information sheets) 

provide a guide to decision-making on corrective action for reported AEFI. 

The full document can be downloaded from the WHO website using this link 

http://www.who.int/vaccine_safety/publications/aefi_surveillance/en/ 

6.7 Medication Errors 

A medication error is any preventable event that may cause or lead to inappropriate 

medication use or patient harm while the medication is in the control of the health care 

professional, patient, or consumer. Such events may be related to professional practice, 

health care products, procedures, and systems, including prescribing; order communication; 

product labeling, packaging, and nomenclature; compounding; dispensing; distribution; 

administration; education; monitoring; and use.  To report any medication error to the 

MCAZ, a medication error reporting form (Annex 3) is to be completed ad submitted to the 

MCAZ. For AEFIs this is categorized as immunization error and it is reported on the AEFI 

reporting form (Annex 12). 

Medication errors and medicines-related adverse events have important implications – from 

increased length of hospitalization and costs to undue discomfort and disability or increased 

mortality. Thus minimizing of medication errors, through early detection and clinical audit, is 

of paramount importance in healthcare by promoting compliance, adherence, recovery and 

the general well-being of patients. 

6.7.1 Sources of Medication Errors 

a. Incomplete patient information 

b. Unavailable information on medicines (warnings) 

c. Miscommunication of medication order 

d. Confusion between medicines with similar names 

e. Lack of appropriate drug labeling 
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f. Environmental conditions that distract health care providers 

g. Wrong diagnosis (inappropriate therapy) 

6.7.2 Most Common Medication Errors 

a. Failure to adjust dosage in response to a change in hepatic/renal function 

b. History of allergy to the same or related medication 

c. Wrong medicine name, dosage form or abbreviation on order 

d. Incorrect dosage calculation 

e. Atypical or unusual critical dosage consideration 

6.7.3 Medication Error Monitoring and Reporting Program Features 

a. Evaluate the medication use process in collaboration with other health care 

professionals. 

b. Establish a process for identifying and tracking medication errors. 

c. Define categories of medication errors, e.g., prescribing, dispensing, 

administration, monitoring, compliance errors. 

d. Simplify process for documenting errors by developing a medication error 

reporting and evaluation form. 

e. Increase awareness of medication errors through education and the importance 

of reporting ALL medication errors, regardless of their suspected significance. 

f. Establish systems for detecting medication errors in the facility and pharmacy, 

e.g. P method, random sampling, medication storage survey, etc. 

g. Involve health care practitioners, patients, and care givers in the medication 

error detection and reporting process. 

h. Re-emphasize the focus on the punitive aspects to encourage medication error 

reporting and focus on the improvement of processes and systems. 

i. Respect the confidentiality of the patient, facility, and personnel involved with 

the medication error. 

6.7.4 Role of the Pharmacist 

6.7.4.1 Assessment 

a. Examine and evaluate causes of medication errors. 

b. Analyze aggregate data to determine trends, significance, frequency, and 

outcomes of medication errors. 

 6.7.4.2 Prevention Strategies 

a. Examine processes and develop interventions for reducing medication errors. 

Some examples of interventions are production changes, instituting bar coding, 

using different distribution systems, training personnel, standard prescription 

format, developing protocols for recording and transmission of prescription 

orders, and developing policies and procedures for proper storage and 

administration of medication. 
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b. Establish goals and measurable standards. 

c. Monitor interventions and make necessary changes. 

6.7.4.3 Reporting 

a. Communicate the results of the medication error program to healthcare 

practitioners, patients, and care givers as appropriate and complete the 

medication error form (Annex 3). 

b. Promote reporting of medication errors to a national system for review and 

analysis, which will result in the development of recommendations to reduce and 

prevent medication errors and provide bench marking data. 
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7.  PRODUCT DEFECTS 

 

7.1 Product Defect Reporting and Recall Procedures  

The manufacturer must assume responsibility for the quality of the pharmaceutical products 

to ensure that they are fit for their intended use, comply with the requirements of the 

marketing authorization, including “Section 75 ” medicines, and do not place the patient at 

risk because of inadequate safety, quality or efficacy. 

When products are suspected of being potentially harmful to users due to their defective 

quality, safety or efficacy, they may be subjected to a recall and all related information must 

be reported to the Pharmacovigilance and Clinical Trial Division at MCAZ.  

Complaints must be handled positively and carefully reviewed, and corrective actions must 

be taken as necessary. This can mean amending a manufacturing process as well as 

implementing a recall of a defective product from all markets where it has been distributed. 

This is a very difficult area requiring professional judgement in coming to the correct 

decision. The company should have procedures to call into operation to decide whether a 

recall is required and how quickly it should be implemented.  

A recall situation may result from customer complaint, detection of GMP failure after 

release, result from the ongoing stability testing, request by the national authorities, result of 

an inspection, known counterfeiting or tampering, adverse reaction reporting, or the result 

from the QC stability programme. 

Please note that any person, MAH, health professional, applicant who comes across a product 

defect is required to complete a product defect form (Annex 4). 

The classification and level of recall will depend on the potential hazard of the defective 

product and the extent of product distribution. These are determined after consultation 

between the applicant and MCAZ. For the approved recall procedure, please refer to the 

MCAZ Guidelines for the Notification of a Medicinal Product Problem/Defect and Recall 

Procedure found on the MCAZ website 

http://www.mcaz.co.zw/index.php/downloads/file/75-guidelines-for-the-notification-of-

medicinal-product-problem-defect-and-recall-procedure.  A summary of the recall procedure 

is also available (Annex 5). 

 

 

 

 

 

 

 

http://www.mcaz.co.zw/index.php/downloads/file/75-guidelines-for-the-notification-of-medicinal-product-problem-defect-and-recall-procedure
http://www.mcaz.co.zw/index.php/downloads/file/75-guidelines-for-the-notification-of-medicinal-product-problem-defect-and-recall-procedure
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8.  SUBSTANDARD/SPURIOUS/FALSELY LABELLED/FALSIFIED/       

     COUNTERFEIT MEDICAL PRODUCTS (SSFFCs)  

 

Counterfeiting can apply to both branded and generic products; SSFFCs may include those 

with the correct ingredients or with the wrong ingredients, without active ingredients, with 

insufficient active ingredient or with fake packaging. Although the number of reported cases 

of SSFFCs – with their serious health repercussions, especially for the poor – continues to 

rise, the exact magnitude of the problem is unknown. Counterfeiting relates to expensive 

hormones, steroids and anti-cancer medicines, and pharmaceuticals related to lifestyle; in 

others, it may relate to inexpensive generic medicines. In developing countries, the most 

disturbing trend is the common availability of SSFFCs for the treatment of life-threatening 

conditions such as malaria, tuberculosis and HIV/AIDS. Experience has shown that 

vulnerable patient groups who pay for medicines out of their own pocket are often the most 

affected. 

Counterfeiting is primarily motivated by its potentially huge profits. The success of 

counterfeiters is, at least in part, a function of their capacity both to adjust quickly to different 

contexts and products, and to change their focus of interest swiftly, according to where the 

most money can be made. Many factors facilitate the production or circulation of SSFFCs, 

including lack of equitable access to essential medicines; the presence of outlets for 

unregulated medicines; a lack of appropriate legislation; and weak penal sanctions.  

The basic investigational elements of studies aimed at identifying the magnitude of the 

problem of counterfeiting in a national market are sound laboratory testing and verification 

of information available from national medicines regulatory authorities. Despite such 

measures, it is not always possible to trace the source of the problem. Close collaboration 

with the original manufacturers (which mostly use new technologies to identify their 

products unambiguously) and enforcement agencies (which use forensic means of analysis) 

has proved to be effective in tracing and fully identifying SSFFCs in recent years.  

 

8.1 Reporting of Suspected Cases of Substandard and Counterfeit Medicines and Other 

Related Products 
The MCAZ Licensing and Enforcement Division ensures good procurement practices and 

effective regulation of distribution chains, which closes opportunities for SSFFCs to enter the 

regular supply system. MCAZ initiates programmes for the prevention and detection of 

export, import and smuggling of falsely-labelled, spurious, counterfeit or substandard 

pharmaceutical preparations. Falsified medicines are more than simply substandard; 

combating falsified medicines is beyond the normal scope of regulatory control, as the 

manufacturer or distributor is usually difficult to trace. Combating falsified medicines is 

therefore a joint responsibility of the regulatory authority medical professional organizations, 

forensic investigation units, customs and other law enforcement agencies.  
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9. GUIDELINES FOR REPORTING SERIOUS ADVERSE EVENTS 

 (SAEs)/ADVERSE EVENTS (AE)/ADVERSE DRUG REACTIONS 

 (ADRS)/ADVERSE EVENTS FOLLOWING IMMUNIZATION (AEFI) FOR 

 CLINICAL TRIALS IN ZIMBABWE 

 

9.1 Responsibilities of Sponsors, Investigators, Applicants & Clinical Sites 

In terms of Sections 23 and 24 of the Medicines and Allied Substances Control Act (Chapter 

15:03), the applicant ie. investigator/researcher of a clinical trial is responsible for proper 

reporting of Serious Adverse Events (SAEs) to the MCAZ. The purpose of reporting SAEs is 

to ensure participant safety monitoring and to better understand the toxicity and safety of 

investigational products. Reporting and monitoring of SAEs is required to alert the MCAZ, 

sponsor, and clinical investigators of real and potential volunteer safety issues including 

safety information for the investigation product brochure. The MCAZ will carefully review 

the SAE Report and use this information to monitor the investigational product's toxicity 

profile and volunteer safety. 

Serious adverse events data provide the MCAZ and investigators with an early toxicity 

profile of an investigational product. The toxicity profile is an early warning system of 

potentially serious events that may occur with the use of an investigational product. This 

information might also be used during the application for registration of a new medicine 

review to determine if a product is safe for marketing. If a product is approved the safety 

information reported by the clinical sites during the clinical trial phase of product 

development will have contributed to the “adverse reaction” section of the Product Package 

Insert. 

All researchers are required to report SAE/AE/ADR/AEFI to the MCAZ using the e-ADR 

reporting platform found on the MCAZ website http://www.mcaz.co.zw/index.php/2016-01-

08-06-40-00/e-reporting. In the rare event that a researcher has no internet access, the joint 

MRCZ-MCAZ Serious Adverse Events (SAE) Form (Annex 6) must be completed and 

submitted to the MCAZ as soon as possible after the site becomes aware of an event. MCAZ 

may need to contact the clinical site for additional information regarding the SAE.  

 

For fatal or life-threatening, unexpected events during clinical development, the Principal 

investigator is required to alert the MCAZ as soon as possible but no later than 7 calendar 

days after first knowledge by the investigator that a case qualifies, followed by as complete a 

report as possible within 8 additional calendar days. This report must include an assessment 

of the importance and implication of the findings, including relevant previous experience 

with the same or similar medicinal products. Serious, unexpected reactions that are not fatal 

or life-threatening must be filed as soon as possible but no later than 15 calendar days after 

first knowledge by the principal investigator that the case meets the minimum criteria for 

expedited reporting. 
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MCAZ will maintain all SAE reports confidential on file and in a regulatory database and 

provide feedback to the reporter. 

9.2 General Information on SAE Reporting of Clinical Trials in Zimbabwe  

Please refer to the current Good Clinical Trial Practice Guidelines in Zimbabwe, which 

available on the MCAZ website www.mcaz.co.zw 
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10.    GUIDELINES FOR REPORTING SUSPECTED ADRs, SAEs AND/OR  AEFIs     

 BY THE PHARMACEUTICAL INDUSTRY (MARKETING 

 AUTHORISATION  HOLDERS (MAHs)) 

 

10.1 Scope 

This guideline is intended to assist applicants in the reporting of ICSRs associated with the 

use of registered medicines ie. medicines that have attained marketing authorization in 

Zimbabwe, and in the management of safety data which arise during pre and post-marketing 

clinical trials.  

 

For clinical development safety data, the principal investigator of a study is required to 

submit an SAE report as described on page 43. For post-approval safety data, expedited 

reporting of serious and unexpected ADRs is required as soon as possible, but in no case later 

than 15 calendar days of initial receipt of the information by the MAH. Cases of non-serious 

ADRs, whether expected or not, are also to be reported to the MCAZ. 

 

For the purposes of this guideline, “Authority” refers to the Medicines Control Authority of 

Zimbabwe the terms medicine and drug are used interchangeably. The definition of 

medicines in the Medicines and Allied Substances Control Act include medicines, vaccines 

and other biological products, complimentary medicines and investigational medicines for 

clinical trials including investigational new drugs (INDs). 

10.2 Legal Basis 

The MCAZ made a mandatory policy in a MCAZ circular dated 21st March 2000, circular 

4/2000 Reference B/279/35/9/2000 requiring all MAHs to report suspected ADRs, SAEs 

and/or AEFIs that occur in Zimbabwe. The MCAZ revised Statutory Instrument (SI) 150 of 

the Medicines and Allied Substance Control Act (Chapter 15:03) to include a mandatory 

requirement for applicants and MAHs to report suspected ADRs, SAEs and /or AEFIs that 

occur in Zimbabwe using the MCAZ e-ADR reporting platform that is E2B compatible. An 

alternative electronic E2B format that is compatible with the WHO VigiBase database may 

be used. The file format should be .xml, MAHs may send reports in E2B files via e-mail. 

Please note that the CIOMS reporting form will no longer be accepted since it complicates 

the management of ICSRs. It is not a requirement for MAHs to report ICSRs that occur 

outside Zimbabwe, unless the reports impact the benefit/risk profile of the medicine and 

changes to the safety data of the medicine are required. For the changes, the MAH is required 

to submit an application to amend/update the package insert safety information to the MCAZ. 

ICSRs of special interest may also be submitted to the MCAZ.  

10.3 Periodic Safety Update Report (PSUR) 

This is a periodic report produced by an applicant intended to provide an update of a 

worldwide safety experience of a medicinal product to the competent authorities at defined 
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times post marketing authorization. PSUR to be submitted to the MCAZ as part of the new 

chemical entity application for registration, Common Technical Document (CTD) 

pharmacovigilance plan for the product in line with its risk management plan where 

applicable. Routine PSURs should not be submitted to MCAZ unless the safety quality and 

effectiveness profile of the product has changed. The changes should be highlighted by the 

MAH to the MCAZ in writing including the appropriate regulatory action taken already by 

the country of origin or other countries, or to be taken 

 10.4 Periodic Benefit Risk Evaluation Reports (PBRERs) 

PBRERs to be submitted to the MCAZ as part of the new chemical entity application for 

registration Common Technical Document (CTD) pharmacovigilance plan for the product in 

line with its risk management plan where applicable. PBRERs may however be required as 

justification for an application for a labeling amendment of Summary of product 

Characteristics (SmPC) or package insert or a change of indication or a new safety alert or 

concern for the product or as supporting information for the application for registration of a 

dossier if necessary as per the CTD format requirements 

Routine PBRERs should not be submitted to MCAZ unless the safety quality and 

effectiveness profile of the product has changed. The changes should be highlighted by the 

MAH to the MCAZ in writing including the appropriate regulatory action taken already by 

the country of origin or other countries, or to be taken. Such changes in risk/benefit profile 

may be communicated to the Authority at the time of identification, as an Emerging Safety 

Issue.  

10.5 Beyond Routine Pharmacovigilance: Developing a Pharmacovigilance Plan 

For most products, routine pharmacovigilance (i.e., compliance with applicable post market 

requirements) is sufficient for post-marketing risk assessment. However, in certain limited 

instances, unusual safety risks may become evident before approval or after a product is 

marketed that could suggest that consideration by the sponsor of a pharmacovigilance plan 

may be appropriate. A pharmacovigilance plan is a plan developed by a sponsor that is 

focused on detecting new safety risks and/or evaluating already identified safety risks. 

Specifically, a pharmacovigilance plan describes pharmacovigilance efforts above and 

beyond routine post marketing spontaneous reporting, and is designed to enhance and 

expedite the sponsor's acquisition of safety information. The development of 

pharmacovigilance plans may be useful at the time of product launch or when a safety risk is 

identified during product marketing. It is recommended that a sponsor's decision to develop a 

pharmacovigilance plan be based on scientific and logistical factors, including the following: 

a.  The likelihood that the adverse event represents a potential safety risk; 

b.  The frequency with which the event occurs (e.g., incidence rate, reporting  

        rate, or other measures available); 

c.  The severity of the event; 

d.  The nature of the population(s) at risk; 

e.  The range of patients for which the product is indicated (broad range or  
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        selected populations only); and 

f.  The method by which the product is dispensed (through pharmacies or 

 performance linked systems only). 

A pharmacovigilance plan may be developed by itself or as part of a Risk Minimization 

Action Plan (Risk MAP). Pharmacovigilance plans may be appropriate for products for 

which: 

a. Serious safety risks have been identified pre- or post-approval, or 

b. At-risk populations have not been adequately studied. Sponsors may discuss 

with the Authority the nature of the safety concerns posed by such a product and 

the determination whether a pharmacovigilance plan is appropriate. 

   A pharmacovigilance plan could include one or more of the following elements: 

a. Submission of specific serious adverse event reports in an expedited manner  

b. Routine required reporting (i.e., as 15-day reports); 

c. Submission of adverse event report summaries at more frequent, pre-specified 

intervals  

(e.g., quarterly rather than annually); 

d. Active surveillance to identify adverse events that may or may not be reported 

through passive surveillance. Active surveillance can be 

- medicines based: identifying adverse events in patients taking certain products,  

- setting based: identifying adverse events in certain health care settings where 

they are likely to present for treatment (e.g., emergency departments, etc.), or   

- event based: identifying adverse events that are likely to be associated with 

medical products (e.g., acute liver failure). 

e. Additional pharmacoepidemiologic studies (for example, in automated claims 

databases or other databases) using cohort, case-control, or other appropriate 

study designs  

f. Creation of registries or implementation of patient or health care provider 

surveys and 

g. Additional controlled clinical trials. 

 

10.6 Dear Healthcare Professional Letters and alert notices 

 Pharmaceutical industry may be required to write dear healthcare professional letters 

(DHCP) and/or alert notices, including update of the patient information leaflet depending on 

the nature of the medicine safety issue or product defect and/or recall. MAH are required to 

submit the DHCP letter to the MCAZ for approval prior to distribution.  
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11.  INTEGRATION OF PHARMACOVIGILANCE IN PUBLIC AND 

 PRIVATE HEALTH PROGRAMMES 

 

11.1 Scope 

The National Pharmacovigilance Centre was set up in 1994 by the MCAZ in collaboration 

with the University of Zimbabwe Medical School, Department of Pharmacy Drug and 

Toxicology Information Service (DaTIS) and the Ministry of Health and Child Care 

(MoHCC). The pharmacovigilance programme started with the system of spontaneous 

reporting as per the WHO minimum requirements for a National Pharmacovigilance Centre 

and then subsequently expanded to integrate pharmacovigilance in public health 

programmes. Since 2000 to date the EPI - MoHCC joined the spontaneous reporting 

programme and also conducted targeted spontaneous reporting of H1NI vaccine in 2010 to 

2011 in collaboration with the MCAZ. The TSR of H1N1 was sponsored by the WHO and 

data analyzed using the WHO Paniflow database. 
 

Many of the medicines used by these public health programmes are new and/or have safety 

concerns associated with them. Pharmacovigilance is effective and sustained if well 

integrated with regulatory function. Pharmacovigilance centers and public health 

programmes (PHPs) need to collaborate better to be able to quickly detect ADRs and act 

accordingly.  This promotes confidence in the PHPs and the medicines that are introduced by 

properly managing with the ADRs. Below is a flow chart which shows how PV can be 

included in the PHPs. Feedback from patients to health workers at district level promotes 

increased spontaneous reporting, which increases knowledge. Polices can then be set up in 

timely fashion to make sure that the PHPs are successful and efficient.  

 

Figure 4. Inclusion of PV in Public Health Programmes (WHO) 

Figure 4. adapted from the WHO  
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Indicators are specific objective measures that allow the evaluation of the baseline situation 

and progress in systems and the assessment of services and interventions. Pharmacovigilance 

indicators are measures of inputs, processes, outputs, outcomes, and impacts of development 

projects, programmes or policies related to health systems and services. They provide 

information for measuring how well a pharmacovigilance programme is achieving its 

objectives. 

Figure 5. The nine pharmacovigilance indicators for public health programmes 

 

Figure 5. adapted from the WHO pharmacovigilance indicators, a practical manual for the assessment of 

pharmacovigilance systems, 2015 

Integration of pharmacovigilance system with public health programmes, can result in better 

health outcomes as a consequence of good information on safety, which allows the early 

identification and prevention of adverse reactions, resulting in the more rational use of 

medicines, and better adherence within the target population.  
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11.2 Cohort Event Monitoring of Artemisinin Combination Therapies 

The MCAZ as the National Pharmacovigilance Centre, in collaboration with the National 

Malaria Control Programme (NMCP), MoHCC conducted CEM for Artemisinin 

Combination Therapies (ACTs) for uncomplicated acute falciparum malaria, subject to 

confirmatory rapid diagnostic test (RDT) or microscopy testing from 2008 to 2015. The 

Global Fund Round 5 sponsored the CEM of ACTs program. The MoHCC formulated a new 

policy and introduced Artemether/Lumefantrine as first line therapy for confirmed malaria. 

In 2008 there was only one registered product in Zimbabwe for a fixed dose combination 

(FDC) of Artemether/Lumefantrine, known as Coartem®. The use of Coartem in Zimbabwe 

was still relatively new, with few countries having practical and long term experience with 

the use of this product, especially with regards to adverse drug reactions and events. The aim 

of CEM of ACTs was to monitor any adverse reactions or adverse events associated with 

Coartem following its widespread use in the Zimbabwean public health programme and to 

detect any signals of new previously unrecognised and unreported reactions due to ACTs in 

the general population in Zimbabwe. Eighty-four health facilities (sites) were which are in 

malaria endemic districts in five provinces, namely Mashonaland West, Mashonaland 

Central, Manicaland, Mashonaland East and Midlands were selected.  
 

The CEM of ACTs was a success and the MCAZ is in the process of conducting close-out 

visits which will enable the sites to be further trained on TSR of all essential medicines 

including ARVs and Anti-TB medications. This will promote reporting of ADRs from the 

programme sites. The problems that marred the CEM of ACTs were noted to be that, it was 

very expensive, required adequate staff and follow-up tools such as cell phones and internet 

which were not readily available in Zimbabwe at the time. However, the MCAZ gained 

confidence to conduct active pharmacovigilance and has since increased its capacity to 

handle future CEM programmes with greater success.  
 

A questionnaire-based survey was conducted to capture the experiences of countries that had 

implemented CEM for active post-marketing surveillance of antimalarial medicines in sub-

Saharan Africa. The aims of this study were to describe the experiences of National 

Pharmacovigilance Centres (NCs) that have used CEM to monitor artemisinin-based 

combination therapy (ACT) for uncomplicated malaria in the African setting, to raise 

awareness of some of the challenges encountered during implementation and to highlight 

aspects of the method that require further consideration. A journal article published in the 

Drug Safety Journal, titled ‘Experiences and Lessons From Implementing Cohort Event 

Monitoring Programmes for Antimalarials in Four African Countries: Results of a 

Questionnaire-Based Survey’ outlines the study and its findings. It was concluded that the 

reported experiences in the survey indicated that CEM helped to build pharmacovigilance 

capacity within the countries’ pharmacovigilance centres and monitoring sites, and that 

healthcare professionals are generally willing to be involved in implementing the CEM 

method.  
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11.3 Targeted Spontaneous Reporting of Anti-retrovirals and Anti-tuberculosis   

Following an invitation in October 2012 by the Secretary for Health and Child Care to 

strengthen pharmacovigilance of antiretroviral and antituberculosis, the MCAZ is currently 

conducting a program of Targeted Spontaneous Reporting (TSR) of Anti-retrovirals and 

Anti-tuberculosis medicines in collaboration with the MoHCC, AIDs and TB Unit, and 

Directorate of Pharmacy Services.  

The pilot phase was conducted from October 2012 to September 2013 in seven provinces of 

Zimbabwe and indicated that the method was feasible and successful and resulted in scale up 

to the main phase from October 2013 to 2015. The results of the pilot phase of TSR of 

antiretrovirals and anti-tuberculosis medicines were presented at the 6th PVSF WHO-USAID 

meeting held in November 2013 in Accra, Ghana and at the First African Society of 

Pharmacovigilance held in December 2013 in Rabat, Morocco. The TSR of antiretrovirals 

and anti-tuberculosis was sponsored by the UNICEF, Health Trust Fund and Global Fund 

Round 8. Results of the Pilot phase of TSR of anti-retrovirals and anti-tuberculosis were also 

published in the MCAZ Drug Information bulletin and Drug Safety journal. The two active 

methods of pharmacovigilance, CEM and TSR, have assisted greatly in the integration of 

pharmacovigilance in public health programmes as per the WHO guidelines.  

 

Objectives:  

i.  To use the TSR system in pharmacovigilance of essential medicines mainly anti-

retrovirals, anti-tuberculosis, anti-asthmatics, anti-diabetes, anti-hypertensives 

anti-malarials and vaccines.  

ii.  To strengthen pharmacovigilance activities in Zimbabwe.  

iii.  Estimate prevalence of adverse drug reactions associated with use of essential 

medicines in Zimbabwe.  

iv.  To characterize known and unknown adverse reactions from essential medicines 

mainly anti-retrovirals, anti-tuberculosis, anti-asthmatics, anti-diabetes, anti-

hypertensives and anti-malarials.  

v.  To assess the feasibility and impact of TSR on pharmacovigilance system in 

Zimbabwe  

vi.  To identify potential regional (sentinel) pharmacovigilance centres to work with 

the MCAZ National Pharmacovigilance Centre.  

vii.  To integrate pharmacovigilance into public health programs  

 

Methods  

The MCAZ, in collaboration with the Ministry of Health and Child Care (MoHCC) through 

the Directorate of Pharmacy Services (DPS) and AIDS and TB Departments are responsible 

for coordinating the program, training of sites, and collection of reports and data analysis.  
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Selection of sites  

All public health care centres in Zimbabwe will be introduced to and trained on 

pharmacovigilance activities (Targeted Spontaneous Reporting of Essential Medicines). This 

scale up phase will involve intensive training of all provinces until all public health care 

centres in the country have been trained. Sites that were involved in the pilot phase (TSR of 

anti-TB and ARVs) will also be re-trained, and re-trained in the TSR main phase.  

 

Target Population  

Patients in the public and private health institutions receiving medical care using essential 

medicines including Anti – TBs and ARVs.  

 

Data management and analysis  

The MCAZ Pharmacovigilance and Clinical Trials (PVCT) Committee will analyse the data 

for causality assessment. The data will be entered into the VigiBase database (WHO 

recommended database), through the VigiFlow platform, analyzed and then published.  

 

Monitoring and Evaluation  

Quarterly monitoring and evaluation supportive visits to the sites will be carried out to 

provinces for feedback and collection of completed ADR forms. This will help in identifying 

the training needs of the staff at the sites, challenges being faced, and give an opportunity for 

training and re-training exercises to be done. The number of reports received and the quality 

of the reports will be monitored using the WHO-UMC VigiGrade Completeness score.  

 

Results dissemination  

The results will also be presented to the MoHCC - DPS, AIDS and TB Division including all 

MoHCC essential medicines programs in all the provinces countrywide, Pharmacovigilance 

and Clinical Trials Committee, National HIV/TB forum, MoHCC, project sites, and 

healthcare professional societies. A scientific article will also be published in a peer reviewed 

Journal.  

 

11.4 Set up of pharmacovigilance regional or sentinel sites   

Sentinel surveillance is the collection and analysis of data by designated institutions selected 

for their geographic location, medical specialty, and ability to report high quality data. Active 

surveillance can also be achieved by reviewing medical records or interviewing patients 

and/or physicians in a sample of sentinel sites to ensure complete and accurate data on 

reported adverse events from these sites. The selected sites can provide information, such as 

data from specific patient sub-groups that would not be available in a spontaneous reporting 

system. Further, information on the use of a medicine, such as abuse, can be targeted at 

selected sentinel sites. Generally, sentinel surveillance is very useful for answering specific 

questions, but because sentinel sites may not represent the general population or the general 
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incidence of disease, it may have some limitations in generalizing for national disease 

patterns and trends. Some of the major weaknesses of sentinel sites are problems with 

selection bias, small numbers of patients, and increased costs. 

           

                             Centralised            De-Centralised 

 

11.4.1 Regional or sentinels sites of pharmacovigilance are also being identified and set up 

countrywide for sustainable public health pharmacovigilance programs including use of 

Hospital Medicine Therapeutics Committees (HMTC)  being established countrywide by the 

MoHCC since 2012. Zimbabwe's successful participation in the pharmacovigilance medicine 

safety initiatives in Africa was acknowledged when Zimbabwe hosted the 5th World Health 

Organization/USAID African Pharmacovigilance Consultants Meeting in Harare from 21st – 

24th August 2012. The meeting was cosponsored by WHO and USAID and attended by 

Pharmacovigilance consultants from WHO, USAID and 15 African countries. The meeting 

recommended that for pharmacovigilance activities to continue to be successful in African 

countries, there was need for the countries through their national pharmacovigilance centres 

to improve the following: 

a. Collaboration with public health programmes.  There is increasing recognition 

that vertical programmes also need horizontal health systems for issues that are 

common to all disease programmes, including medicines safety. Disease control 

initiatives involving the administration of medicines to large communities need to be 

implemented with good knowledge of safety profile of the medicines and how these 

medicines could interact with each other. Pharmacovigilance should be a priority for 

every country with a public health disease control programme. 

b. Coordination and partnerships at country level. The management of the risks 

associated with the use of medicines demands close and effective collaboration 

between the key players in the field of pharmacovigilance. Sustained commitment to 

such collaboration is vital for countries to meet the continually increasing demands 

and expectations of the public.  

c. Capacity building: The third and possibly most important challenge was that new 

medicines are being introduced in a very rapid fashion into settings that have very 
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little capacity to monitor the safety and safe use of these medicines. Not only is there 

need to build capacity in pharmacovigilance in these settings, but there is also need to 

explore ways in which capacity could be shared in the region. 

d. Submission of Individual Case Safety Reports (ICSRs)  or ADRs to the WHO 

International Drug Monitoring Programme  Of note of concern was that African 

countries only contributed about 2% to this data of 8 million ICSRs reports and that 

there was need for all African countries to improve their pharmacovigilance systems 

and frequency of reporting (ICSRs) to the WHO Monitoring programme. 

e. Collaboration with private health sector: Private health sector clinics, hospitals 

including specialists and healthcare professionals are welcome to express interest to 

MCAZ, and participate as pharmacovigilance sentinel sites. Please note that terms of 

reference for PV regional sentinel sites apply to both the public and private health 

sectors.  
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12.  PHARMACOVIGILANCE TRAINING AND PHARMACOVIGILANCE 

 TOOLKIT 

 

The safety of patients and the safe use of medicines are high priorities in the modern world. 

They are critical for the best health policy development and delivery of the best healthcare. 

They affect not only the welfare of patients but also the effective prevention and control of 

all kinds of diseases and the reduction of suffering and costs associated with them. 

The Pharmacovigilance (PV) Toolkit is a package of simple PV tools and a description of 

supporting processes for the conduct of pharmacovigilance. It is targeted primarily at PV 

professionals in low and middle income countries, but is relevant everywhere PV is 

practiced. It provides the framework and support needed for the effective conduct of 

pharmacovigilance at local, regional, national and international levels. The Toolkit contents 

are endorsed by the WHO Advisory Committee on the Safety of Medicinal Products after the 

original text has been written and reviewed by global experts. The Toolkit is reviewed 

periodically to ensure that it is abreast with developments in PV. 

The PV toolkit can be found on the following link: http://pvtoolkit.org 

 

The pharmacovigilance toolkit aims to provide countries with a complete guide, tools and 

assistance to undertake comprehensive pharmacovigilance according to WHO guidelines and 

recommendations and in line with contemporary best practice. The toolkit include guidelines 

on methods, resources, crisis management, technical assistance, training courses providers 

and communication in pharmacovigilance. It also provides a means of monitoring and 

evaluating activities using a novel pharmacovigilance indicator that all countries can use to 

measure performance (WHO-UMC Pharmacovigilance Toolkit, 2014).  There are disease 

specific toolkits and also a Vaccine PV toolkit. These toolkits are all found on the PV link 

shown above.  

 

12.1 Disease-specific Toolkits 
 

Disease specific toolkits were also developed in addition to the main PV Toolkit. These were 

designed for certain diseases and subgroups of people. The Malaria, HIV, and TB PV 

Toolkits were developed. These disease-specific toolkits should be used in combination with 

the main PV Toolkit.  

 

12.2 Technical / Financial assistance and Training course providers 

In pharmacovigilance, there are various stakeholders with specific and different interests 

requiring pharmacovigilance training. There is a growing need for pharmacovigilance 

capacity building, particularly by professional training through a broad range of high-quality 

pharmacovigilance courses with different focuses and different levels of detailing. For this 

http://pvtoolkit.org/
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purpose, experts working in various fields of medicine safety around the world have co-

operated to create a comprehensive, detailed and balanced curriculum of pharmacovigilance. 

Some are appointed members in PV committees associated with the World Health 

Organization (WHO) or work at its collaborating centres. Others are members of the 

Executive Committee of the International Society of Pharmacovigilance (ISoP) or its 

Education and Training Project (ETP) group, or work in institutions dedicated to 

pharmacovigilance (Ju¨rgen Beckmann et al, 2014).  

 

In addition, the PV Toolkit provides information on organizations offering technical/financial 

assistance and training course providers. The list provided below is restricted to those 

organizations whose activities are aimed primarily to providing technical assistance to 

governments, organizations and centres in resource-limited settings and excludes those 

whose activities are aimed solely at the pharmaceutical industry. They are divided into 

Collaborating Centres, Financing Entities, Technical Agencies, Academic/Research 

Institutions and Consultants though the distinctions may be arbitrary in that some financing 

entities may directly or indirectly also provide direct technical assistance (Pharmacovigilance 

Toolkit, Version, 2.0; 2012). 

 

12.2.1 WHO collaborating centres 

 

Uppsala Monitoring Centre (UMC), WHO Collaborating Centre for International Drug 

Monitoring, Uppsala, Sweden, www.who-umc.org 

 

WHO Collaborating Centre for Advocacy and Training in Pharmacovigilance, University 

of Medical School, Accra, Ghana, www.pvafrica.org 

 

WHO Collaborating Centre for Drug Statistics Methodology, Oslo, Norway 

www.whocc.no 

 

The WHO Collaborating Centre for Pharmacovigilance, Rabat, Morocco 

www.capm.ma/sources_site_capm/pv_site_capm/pharmacovigilance_site_capm.htm 

 

12.2.2 Financing entities 

 

The Global Fund Against AIDS, Tuberculosis and Malaria, www.theglobalfund.org 

 

The Bill & Melinda Gates Foundation, www.gatesfoundation.org 

 

http://www.who-umc.org/
http://www.pvafrica.org/
http://www.whocc.no/
http://www.capm.ma/sources_site_capm/pv_site_capm/pharmacovigilance_site_capm.htm
http://www.theglobalfund.org/
http://www.gatesfoundation.org/
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The World Bank, www.worldbank.org 

 

The European Commission, http://ec.europa.eu/index_en.htm 

 

The United States Agency for International Development (USAID), www.usaid.gov 

 

The Global Alliance for Vaccines and Immunization, www.gavialliance.org 

 

UNITAID, www.unitaid.eu 

 

The Roll Back Malaria Partnership, www.rollbackmalaria.org 

 

12.2.3 Technical agencies 

 

Management Sciences for Health, Arlington, Virginia, USA, www.msh.org 

 

University of Washington, Department of Epidemiology, USA 

http://depts.washington.edu/epidem/fac/facBio.shtml?Stergachis_Andreas 

 

Clinton Health Access Initiative, www.clintonfoundation.org 

 

Medicines for Malaria Venture www.mmv.org 

 

The RaPID Pharmacovigilance Initiative, www.rapidpharmacovigilance.org 

 

12.2.4 Pharmacovigilance training course providers 

 

WHO Headquarters www.who.int/ 

 

WHO-CC for International Drug Monitoring (UMC), www.who-umc.org 

 

WHO-CC for Advocacy & Training in Pharmacovigilance / UMC-Africa (UMC-A) 

www.pvafrica.org 

 

WHO-CC for Pharmacovigilance 

www.capm.ma/sources_site_capm/pv_site_capm/pharmacovigilance_site_capm.htm 

 

http://www.worldbank.org/
http://ec.europa.eu/index_en.htm
http://www.usaid.gov/
http://www.gavialliance.org/
http://www.unitaid.eu/
http://www.rollbackmalaria.org/
http://www.msh.org/
http://depts.washington.edu/epidem/fac/facBio.shtml?Stergachis_Andreas
http://www.clintonfoundation.org/
http://www.mmv.org/
http://www.rapidpharmacovigilance.org/
http://www.who.int/
http://www.who-umc.org/
http://www.pvafrica.org/
http://www.capm.ma/sources_site_capm/pv_site_capm/pharmacovigilance_site_capm.htm
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Drug Safety Research Unit (DSRU), www.dsru.org/ 

 

International Society of Pharmacovigilance (ISoP), www.isoponline.org 

 

International Society for Pharmacoepidemiology (ISPE), www.pharmacoepi.org 

 

Drug Information Association (DIA), www.diahome.org/DIAHome/Home.aspx 

 

European Medicines Agency (EMA), www.ema.europa.eu 

 

International Conference on Harmonization of Technical Requirements for Registration 

of Pharmaceuticals for Human Use (ICH), www.ich.org 

 

London School of Hygiene and Tropical Medicine (LSHTM), www.lshtm.ac.uk/ 

 

Swiss Tropical and Public Health Institute (Swiss TPH), www.swisstph.ch/ 

 

Spanish Medicines Agency, 

www.aemps.gob.es/vigilancia/medicamentosUsoHumano/home.htm 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

http://www.dsru.org/
http://www.isoponline.org/
http://www.pharmacoepi.org/
http://www.diahome.org/DIAHome/Home.aspx
http://www.ema.europa.eu/
http://www.ich.org/
http://www.lshtm.ac.uk/
http://www.swisstph.ch/
http://www.aemps.gob.es/vigilancia/medicamentosUsoHumano/home.htm


 

57 
Zimbabwe National Pharmacovigilance Policy Handbook, 2nd Edition 

 
 

13.  EFFECTIVE COMMUNICATION IN PHARMACOVIGILANCE 

 

13.1 The ERICE Declaration on Effective Communication in Pharmacovigilance 

The following declaration was drawn up at the International Conference on Developing 

Effective Communications in Pharmacovigilance, Erice, Sicily, 24-27 September 1997. It 

was attended by health professionals, researchers, academics, media writers, representatives 

of the pharmaceutical industry, medicines regulators, patients, lawyers, consumers and 

International health organisations from 30 countries of the world 

Monitoring, evaluation and communicating medicines safety is a public-health activity with 

profound implications that depend on the integrity and collective responsibility of all parties 

– consumers, health professionals, researchers, academia, media, pharmaceutical industry, 

medicines regulators, governments and international organisations – working together. High 

scientific ethical and professional standards and a moral code should govern this activity. The 

inherent uncertainty of the risks and benefits of medicines needs to be acknowledged and 

explained. Decisions and actions that are based on this uncertainty should be informed by 

scientific and clinical considerations and should take into account social realities and 

circumstances. 

 

Flaws in medicines safety communication at all levels of society can lead to mistrust, 

misinformation and misguided actions resulting in harm and the creation of a climate where 

medicines safety and data may be hidden, withheld or ignored. Fact should be distinguished 

from speculation and hypothesis, and actions taken should reflect the needs of those affected 

and the care they require. These actions call for systems and legislation, nationally and 

internationally, that ensure full and open exchange of information, and effective standards of 

evaluation. These standards will ensure that risks and benefits can be assessed, explained and 

acted upon openly and in a spirit that promotes general confidence and trust. 

The following statements a) - e) set forth the basic requirements for this to happen, and were 

agreed upon by all participants from 30 countries in Erice: 

a. Medicines safety information must save the health of the public. Such information 

should be ethically and effectively communicated in terms of both content and 

method. Facts, hypotheses and conclusions should be distinguished, uncertainty 

acknowledged, and information provided in ways that meet both general and 

individual needs. 

b. Education in the appropriate use of medicines, including interpretation of safety 

information, is essential for the public at large as well as for the patients and health 

care providers. Such education requires special commitment and resources. 

Medicines information directed to the public in whatever form should be balanced 

with respect to risks and benefits. 
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c. All the evidence needed to assess and understand risks and benefits must be openly 

available. Constraints on communication parties, which hinder their ability to meet 

this goal must be recognised and overcome. 

d. Every country needs a system with independent expertise to ensure that safety 

information on all available medicines is adequately collected, impartially 

evaluated, and also made accessible to all. Adequate nonpartisan financing must be 

available to support the system. Exchange of data and evaluations among countries 

must be encouraged and supported.  

e. A strong basis for medicines safety monitoring has been laid over a long period, 

although sometimes in response to disasters. Innovation in this field now needs to 

ensure that emergent problems are promptly recognised and efficiently dealt with, 

and that information and solutions are effectively communicated. 

Health studies and reports are done to improve the quality, effectiveness and safety of 

healthcare in a country. Reports generated through pharmacovigilance plan/studies, provide 

evidence based information for healthcare practitioners, policy makers and ultimately to 

patients, with the ultimate goal of providing quality, safe and efficacious medicines and care 

to patients. Findings from these studies/reports need to be communicated and disseminated 

effectively to influence optimal and timely practice and healthcare policies. Clear 

communication and active dissemination of evidence based information to all relevant 

audiences in easy-to-understand formats are critical to increasing awareness, consideration, 

adoption and use of evidence based information. Strategies for information dissemination 

include media coverage, press release, research summary document, flyers, posters, 

brochures, research briefs, policy briefs, study newsletters, community agency publications 

and websites, local events, seminars, conferences, community meetings and letter of thanks 

to study patients, amongst others. 

The safety of patients worldwide is served by dedicated professionals doing their work well, 

but that work will never reach its considerable potential without excellent supporting 

communications. Excellent communications require a degree of expertise, creativity and skill 

which not all officials and scientists have as a matter of course. In every organization there is 

likely to be someone with a communications gift: look for them and use them if you can; 

otherwise put communications on your regular agenda as a high priority and give the activity 

of communicating as much attention as the content of what you wish to communicate. 

Failure to pay attention to the complexity and demands of effective communication lies at the 

heart of many of the most serious failures throughout health-care and regulation.  
 

13.2 Risk Management and Communication 

This is one of the components of the Indicator-Based Pharmacovigilance Assessment Tool 

(IPAT); Manual for Conducting Assessments in Developing Countries, Strengthening 

Pharmaceutical Systems (SPS) Program 2009. The Risk Management and Communication 

component has ten indicators which are listed below and the purpose, rationale and evidence 

for each is also outlined. 
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13.2.1 Risk mitigation plans currently in place that are targeted at high-risk medicines  

Purpose: To identify whether risk management plans (either formal ones or in the form of 

restricted prescription rights) exist or are planned for high-risk products. 

 

Rationale and evidence: The U.S. Institute of Medicine estimates that at least 1.5 million 

preventable adverse drug events occur within the health system each year. The majority of 

ADRs can be prevented when clear plans exist for avoiding serious known risks of medicine. 

Some medicines are considered as high-alert or high-risk agents because they bear 

heightened 

risk of causing significant patient harm when used in error. This indicator tries to identify 

whether any efforts are made from the national level or from the hospital management 

level(or HMTCs) to mitigate the impact of high-risk medicines.  

 

13.2.2 Prequalification schemes (e.g., WHO prequalification program and 

Pharmaceutical Inspection Co-operation Scheme) used in medicine procurement 

decisions  

Purpose: To identify whether opportunities provided by internationally recognized 

authorities, such as the WHO through the prequalification program and the Pharmaceutical 

Inspection Cooperation Scheme (PIC/S), are used to inform procurement of quality and safe 

products.  
 

Rationale and evidence: When countries lack the capacity for manufacturing site inspection 

and for determining the quality of products they intend to procure, they can rely on 

prequalification certification issued by internationally recognized authorities such as the 

WHO through the prequalification program and the PIC/S.  
 

13.2.3 Number of medicine safety information requests received and addressed in the    

last year 

Purpose: To identify the number of medicine information requests received and addressed by 

the pharmacovigilance centre in the last year. 
 

Rationale and evidence: User satisfaction increases and confidence in the pharmacovigilance 

centre improves when ADR or medicine safety information requests from clients are 

processed and responded to in a timely manner. This indicator gives a general idea about the 

use of the available service and the centre’s responsiveness. A number of 100 requests per 

million population per year has been recommended as a threshold for a minimally functional 

centre. 

 

13.2.4 Percentage of planned issues of the medicine safety bulletin (or any other health-

related newsletter that routinely features ADR or medicine safety issues) published  in 

the last year 

 Purpose: To identify whether regular issues of the bulletin are produced as originally 

planned. 
 

 Rationale and evidence: Many medicine information and pharmacovigilance centers may be 

able to initiate a medicines bulletin, but most experience challenges in the longer run in 

meeting their publication schedules and at times completely cease publishing due to various 



 

60 
Zimbabwe National Pharmacovigilance Policy Handbook, 2nd Edition 

 
 

constraints. This indicator helps track whether the bulletin is appearing as planned. For a 

bulletin or newsletter to be considered minimally functional, this tool recommends that at 

least 70 percent of planned issues must be published. 

 

 13.2.5 Number of medicine safety issues of local relevance identified from outside 

sources (e.g., from another country, or from regional or international sources) and 

acted on locally in the last year. 

Purpose: To identify whether medicine safety issues of local relevance that are identified 

from outside sources, such as through global safety literature scanning, stimulate any form of 

local attention and plans for further evaluation. 
 

 Rationale and evidence: When a medicine safety issue of local relevance is identified through 

outside sources, such information provides an alert that should be further studied or acted on 

to ensure that related experiences from other places are used for improving local safety. 

Ideally, all global safety alerts of local relevance should be acted on (regulatory decision, 

communicated to health care workers, etc.); however, this tool recommends that at least 70 

percent of such alerts should be communicated by a minimally functional system. 

 

13.2.6 Number of “Dear health care professional” letters or other safety alerts 

developed and distributed in the last year 

Purpose: To identify whether and how many regulatory alert letters were sent out in the last 

year (Distribution can be confirmed through review of documents). 
 

Rationale and evidence: When new medicine safety issues arise either from spontaneous 

reports or from global safety literature scanning, relevant information and alert letters should 

immediately be sent to health care professionals to alert them of the safety concerns. Ideally, 

such alerts should be sent for all essential medicines in the country’s essential medicines list. 

This tool recommends a threshold of 70 percent for a minimally functional system. 

 

13.2.7 Average time lag between identification of safety signal of a serious ADR or 

significant medicine safety issue and communication to health care workers and the 

public 

Purpose: To identify how fast serious ADR signals and significant safety issues are 

communicated to health care workers and to the public 
 

Rationale and evidence: New signals of serious ADR or significant safety issues should be 

communicated to health care workers and the public as soon as the signals are generated. 

Safety signals and significant safety issues can be generated either locally or through 

scanning the global literature for safety reports. Once these reports are obtained, locally 

relevant ones that are significant to in-country clinical practice and public health should be 

immediately communicated to health workers and the public. This indicator helps determine 

how fast such reports are communicated. The tool recommends that such communications 

should happen within three  weeks of the publication of that alert in global literature. 

 

13.2.8 Percentage of the sampled Drug and Therapeutics Committees (DTC) that have 

carried out pharmacovigilance activities or addressed medicine safety issues in the last 

year 

Purpose: To identify how much of DTC (or HMTC) activities address safety of medicines 
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Rationale and evidence: Drug and Therapeutic Committees are critical for implementing 

efforts to improve medicine safety within health facilities. Interventions designed to improve 

medicine safety should include the participation of DTCs in the area. DTCs should have 

medicine safety as part of their terms of reference, and all DTCs ideally should carry out 

pharmacovigilance-related activities. The tool recommends that at least 70 percent of DTCs 

should address pharmacovigilance. 

 

13.2.9 Number of public or community education activities relating to medicine safety 

carried out in the last year 

Purpose: To determine the number of medicine safety–related public and community 

education activities carried out within the last year 
 

Rationale and evidence: Public health education on medicine safety is important to ensure 

patients and caregivers are well informed on safety and effectiveness of the medicines they 

use. At least one formal community education activity on medicine safety should be carried 

out every year. Examples of community education activities include community medicines 

safety campaigns, radio talk shows, public health outreach campaigns, and other outreach 

programs. 

 

13.2.10 Percentage of medicines sampled in the last year that passed product quality 

tests 

Purpose: To determine the extent of problems in product quality 
 

Rationale and evidence: When poor-quality products are identified, remedial actions should 

be taken to ensure that they are no longer in circulation. This indicator determines the extent 

of product quality problems among the medicines circulating in the country. When tracked 

longitudinally, the indicator also helps quantify whether the problem has increased or 

decreased over time. 
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14.  REPORTING OF ADVERSE EVENTS FOLLOWING IMMUNIZATION 

 (AEFIs) 

 

Immunization is a successful and cost-effective public health intervention that led to global 

eradication of diseases like smallpox and poliomyelitis in large areas of the world. It is 

estimated that immunization averts an estimated 2 to 3 million deaths from diphtheria, 

tetanus, pertussis (whooping cough), and measles every year in all age groups.  Zimbabwe 

attained Universal Child Immunization in 1990 with considerable reduction in morbidity and 

mortality from vaccine preventable diseases and longer inter-epidemic periods of measles up 

to 2008.As Zimbabwe continues to adopt WHO recommended vaccination strategies in its 

population, it is becoming imperative that surveillance of AEFI be increased. The vaccine 

products and equipment used in immunization undergo  intensive World Health 

Organization prequalification exercises to determine quality and approve their uses in 

countries. These precautionary measures do not necessarily  eliminate the risk of 

adverse events that may arise from the use of products for immunization.  Previous 

experiences have shown that determining causality of an event to a vaccine is a challenge 

that requires engagement of expert opinion and thorough investigation of the event.  Events 

that occur after vaccination are called Adverse Events Following Immunization (AEFI); 

defined as any untoward medical occurrence which follows immunization and which does 

not necessarily have a causal relationship with the usage of the vaccine, WHO 2013. The 

adverse event may be any unfavorable or unintended sign, abnormal laboratory finding, 

symptom or disease. 

 The safety of immunization programmes involves a wide spectrum of activities that include 

regulation, vaccine safety and quality, safe injections, waste disposals, and AEFI 

surveillance.  Effective vaccines (i.e. vaccines inducing protective immunity) may produce 

some undesirable side effects which are mostly mild and clear up quickly. The majority of 

events thought to be related to the administration of a vaccine are actually not due to the 

vaccine itself - many are simply coincidental events or programmatic errors. It is not possible 

to predict every individual who might have a mild or serious reaction to a vaccine, although 

there are a few contraindications to some vaccines.  Adherence to contraindications 

minimizes the risk of serious adverse events. During mass immunization campaigns there 

usually is a general increase in adverse events following immunization. This can be attributed 

to two factors; the large number of vaccinations performed in a short period of time (from a 

few days to a few weeks) causes a temporary concentration of adverse events following 

immunization, and the pressure during the campaigns on vaccination teams means they may 

fail to observe safe injection practices.  Public misconceptions may arise due to occurrence of 

AEFIs, and these may cause collective fear of vaccination.  It is against this background that 

standardization and surveillance of adverse events following immunization is critical to 

enhance effective management of AEFIs. This document is a guide for health workers in the 

management of Adverse Events Following Immunization (AEFIs), can be adapted to suit 
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each level of health care, and is meant to cover issues of vaccine safety and quality, as well 

as communication of these events for management.  

 

According to the WHO, case detection is the first important step in AEFI surveillance. The 

primary reporter (i.e. the one who first reports an AEFI) may be a field health worker, clinic 

or hospital staff, a volunteer, parent or any other person who detects the AEFI. The WHO 

recommends that suspicion alone is sufficient for reporting; the primary reporter is not 

expected to assess causality. In investigating suspected AEFIs, it is important that rapid 

detection and evaluation of a possible link to vaccines is carried out to ensure the continued 

safety of vaccines. The WHO Global Manual on Surveillance of AEFIs highlight that in the 

case of a suspected AEFI, it is preferable to submit a report to a suitable technical authority 

on time rather than waiting for all aspects of an investigation to be completed; and this is 

particularly true for serious reports. 

 

To report a suspected AEFI, an AEFI reporting form is to be completed. Five forms are to be 

fully completed, dated, stamped and signed. One copy of the forms should be filed at the 

clinic and four submitted to the District level for onward submission of three of the copies to 

the Provincial level. The Provincial level would then forward two of the three copies to the 

Zimbabwe Expanded Programme on Immunization Unit, and from there one copy would be 

forwarded to the MCAZ. For serious AEFI a case investigation form is required to be 

completed, together with an AEFI reporting form, and submitted to the EPI-MoHCC and the 

MCAZ.  

 

All events that are actively notified to the health care system by the parents/guardians or 

patients themselves or identified by a health care provider that are submitted to the MCAZ 

are assessed for causality according to the Causality Assessment of an AEFI, User Manual 

for the revised WHO classification, Aide-memoire 2013.   

 

Zimbabwe documented 80 AEFI cases in 2010, 14 in 2011, 76 cases in 2012, 39 cases in 

2013, 48 cases in 2014, 249 cases in 2015 and 11 cases by the 2nd quarter of 2016; most of 

which were known reactions.  Documentation of AEFI cases is an essential part of AEFI 

management when they occur in children to augment other safety precautions that will have 

been taken, and do causality assessment and risk assessment. 

 

Any AEFI that is of concern to parents or health-care workers should be reported. In 

particular, health workers must report: 

  a. serious AEFIs 

  b. signals and events associated with a newly introduced vaccine 

         c. AEFI that may have been caused by an immunization error 



 

64 
Zimbabwe National Pharmacovigilance Policy Handbook, 2nd Edition 

 
 

 d. significant events of unexplained cause occurring within 30 days after vaccination 

 e. events causing significant parental or community concern. 

 

14.1  Immunization Schedule For Children Under Five Years 

 

Table 2: National Immunization Schedule In Zimbabwe For Children Under Five Years, 

       as of May 2016       
 

  
  

This is the only national immunization schedule to be used in Zimbabwe, for both private and 

public sectors. Please refer to future revised schedule, if any, after publication of these 

guidelines. Children should receive first doses at these stated ages or at first contact after 

reaching that age.  Maximum age limits are: BCG 11 months, Rotavirus 32 weeks and 

Pentavalent 23 months (these antigens should not be given after these age limits).  
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Zimbabwe will be part of the global polio endgame countries that will work toward switching 

from tOPV to bOPV then IPV as stipulated in the Zimbabwe SWITCH plan timelines from 

1st May 2016 to 2020.  

 

14.2 VITAMIN A SUPPLEMENTATION 

 

Vitamin A supplementation has been integrated in the routine immunization since 2005. Any 

contact with a health worker is an opportunity to screen mothers and children for eligibility 

to receive Vitamin A supplementation. The optimal interval between doses for children is 

every 6 months until 59 months, in Zimbabwe. 

 

Table 3: Vitamin A supplementation schedule 

 

Target for 

Vitamin A 

Immunization Contact 

 

Route  Dose  

Infants 6 – 

11 months 

Routine 

immunizations/Campaigns 

Oral   100 000 

IU 

Children 12 

– 59 months 

Routine 

immunizations/Campaigns 

Oral  200 000 

IU  

 

 

14.3 Basics of AEFIs 
 

14.3.1 Definition 

An Adverse Event Following Immunization (AEFI) is any untoward medical  occurrence 

which follows immunization, and which does not necessarily have a  causal  relationship 

with the usage of the vaccine. The adverse event may be any  unfavourable or unintended 

sign, abnormal laboratory finding, symptom or  disease. (WHO: Causality Assessment of 

an Adverse Event Following  Immunization, 2013) 

14.3.2 Types of AEFIs 

In 2012, the Council for International Organizations of Medical Sciences (CIOMS) and 

WHO revised the classification regarding cause-specific categorization of AEFI. There are 

five cause-specific type AEFI namely; vaccine product-related reaction, vaccine quality 

defect-related reaction, immunization error-related reaction, immunization anxiety-related 

reaction and coincidental event. 
 

14.3.2.1 Vaccine product-related reaction: An AEFI that is caused or precipitated by a 

vaccine due to one or more of the inherent properties of the vaccine product, whether the 

active component or one of the other components of the vaccine such as the adjuvant, 

preservative or stabilizer.  

A vaccine product-related reaction, is an individual’s reaction to the inherent properties of 

the vaccine, even when the vaccine has been prepared, handled and administered correctly. 

Most often the exact mechanism of a vaccine product-related reaction is poorly understood. 

The reaction may be due to an idiosyncratic immune mediate reaction (e.g. anaphylaxis) or to 
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replication of the vaccine-associated microbial agent (e.g. vaccine-associated poliomyelitis 

following OPV which contains attenuated live virus). However, it is important to note that, 

among certain high-risk individuals, there is a higher probability of these rare vaccine 

product-related reactions which do not occur in the majority of vaccines (Global Manual on 

Surveillance of AEFIs -WHO, 2014).  

14.3.2.2 Vaccine quality defect-related reaction: An AEFI that is caused or precipitated by 

a vaccine due to one or more quality defects of the vaccine product, including the 

administration device, as provided by the manufacturer. 

A vaccine quality defect-related reaction, is a due to a defect in a vaccine (or its 

administration device) that occurred during the manufacturing process. Such a defect may 

have an impact on an individual’s response and thus increase the risk of adverse vaccine 

reactions. Insufficient inactivation of wild-type vaccine agent (e.g. wild polio virus) during 

the manufacturing process or contamination introduced during the manufacturing process 

could cause the vaccine quality defect-related reactions. In the early years of immunization 

programmes, some major vaccine quality defect-related reaction incidents were reported. 

However, since the introduction of good manufacturing practice (GMP) manufacturing 

defects are now very rare. Since vaccine manufacturers have started following GMP, and 

NRAs have been strengthened, the potential risk of such quality defects is now rare (Global 

Manual on Surveillance of AEFIs – WHO, 2014). 

14.3.2.3 Immunization error-related reaction: An AEFI that is caused by inappropriate 

vaccine handling, prescribing or administration and that thus, by its nature, is preventable. 

When errors in vaccine handling such as exposure of the vaccines and or diluents, where 

applicable, to excess heat or cold; use of a vaccine post expiration date, or errors in vaccine 

prescribing, vaccine administration or non-adherence to recommendations for use occur, 

immunization error-related reactions result (Global Manual on Surveillance of AEFIs – 

WHO, 2014). 

14.3.2.4 Immunization anxiety-related reaction: An AEFI arising from anxiety about the 

immunization. These reactions are commoner, resulting from fear of, or pain due to, injection 

rather than from the vaccine itself. In some cases the cause of the AEFI remains unknown, 

however clusters of fainting after immunization are well recognized as anxiety-related 

reactions during immunization programmes targeting adolescent girls (Global Manual on 

Surveillance of AEFIs – WHO, 2014).  

14.3.2.5 Coincidental event: An AEFI that is caused by something other than the vaccine 

product, immunization error or immunization anxiety, but a temporal association with 

immunization exists. These require specific domain knowledge for comprehensive 

investigation and correct interpretation as they may be mistaken for vaccine reactions and 

could lead to inappropriate suspension of a vaccine programme. 

 

14.4 Objectives of AEFI Surveillance 

i. To ensure patient safety  

ii. To detect, investigate and report AEFIs 
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iii. To analyse AEFI reports and take corrective action 

iv. To minimize AEFIs in routine immunization and mass campaigns 

 

14.5 Roles and Responsibilities at Various Levels  

Roles and responsibilities are as described below and summarized in the flowchart for AEFI 

management (annex 17). The flowchart also shows the reporting timelines that should be 

followed.  

14.5.1 Community 

i. Identification of AEFIs 

ii. Reporting to nearest health worker/health centre 

14.5.2 Service Delivery Level (hospitals/clinics - public and private) 

i. Identification and/or detection of AEFIs 

ii. Clinical management of AEFIs 

iii. Reassure the care giver 

iv. Completion of AEFI reporting forms (Annex 12) and case investigation forms 

(Annex 13) 

v. Notify district of any cases of AEFIs (NB. Use fastest means of communication  

in case of serious or fatal AEFIs; notification to be done within 24 hours) 

vi. All fatal cases to be reported to the police for a post mortem 

vii. Refer serious cases to district hospital with well completed AEFI reporting and  

investigation forms 

viii. Keep the respective vaccine vial (clearly labeled) under cold chain  in cases of 

severe reaction until  investigations are complete 

ix. In case of clustering of AEFIs (more than one case) from one batch number of 

vaccines, stop using that batch and report immediately 

x. Maintain line list of AEFIs 

xi. Refer all questions to the DMO 

xii. Write report and follow up 

xiii. Ensure that all fields are completed 

14.5.3 District Level  

i. Ensure all staff are trained on AEFI surveillance 

ii. Provide AEFI SOPs to all facilities and ensure adherence 
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iii. Generate the AEFI report ID number and record it on the submitted AEFI 

reporting forms 

iv. Investigation of - all serious AEFI cases (death/ resulted in hospitalization/ 

disability) 

 - belongs to a cluster of AEFI 

      - is a previously unrecognized event associated with an old or newly introduced     

                vaccine 

    - involves an increased number or rates of known cause 

            - is a suspected immunization error; 

            - appears on the list of events defined for AEFI surveillance; and 

            - causes significant parental or public concern. 

v. Classify all the AEFIs  

vi. Correct programme errors through on job training 

vii. Facilitate management of cases 

viii. Complete AEFI investigation report 

ix. Notify province of any cases of AEFIs (NB. Use fastest means of 

communication in case of serious or fatal AEFIs) 

x. Maintain district line list 

xi. Ensure post mortems are done for deaths and reports are submitted timeously to 

next level, including the AEFI reporting and investigation forms 

xii. Refer all questions to the DMO 

14.5.4 Provincial Level 

i. Contact National level focal person for severe and fatal AEFIs 

ii. Maintain provincial line list of AEFIs 

iii. Investigate or support investigation of serious AEFIs, and forward completed  

 AEFI reporting and investigation forms to the national level 

iv. Conduct regular supportive visits to districts 

v. Ensure training of staff and provide resources for system 

vi. Ensure all reports are submitted to national level in duplicate 

vii. Reconcile provincial and national surveillance databases on a quarterly basis 

viii. Refer all questions to the PMD 



 

69 
Zimbabwe National Pharmacovigilance Policy Handbook, 2nd Edition 

 
 

14.5.5 National Level 

i. Receive and review AEFI case reports from sub-national levels 

ii. Conduct investigations when necessary 

iii. Submit all AEFI reporting and investigation forms to the Medicines Control 

 Authority of Zimbabwe (MCAZ), within 48 hours of notification  

iv. Give regular feedback to lower level and MCAZ 

v. Ensure SOPs are compliant to requirements at all times 

vi. Provide training to all focal persons 

vii. Provide national guidelines on all vaccine management and surveillance 

 issues 

viii. Refer all questions to the Public Relations Officer 

14.5.6 Medicines Control Authority of Zimbabwe 

i. On receipt of a completed AEFI reporting and investigation form, assign an 

 in house report reference number. 

ii. Check information on the report form for completeness and clarity. 

iii. Request for any additional information or clarification from EPI where 

 necessary and file the report form in the current AEFIs reports file. 

iv. Transfer the information from the AEFI form to the MCAZ in-house report 

 form, and draft the causality assessment and case definition as per the WHO 

 Aide-memoire on Causality assessment of an AEFI, 2013.  

v. The completed in-house report form should be tabled at the next 

 Pharmacovigilance and Clinical Trials (PVCT) Committee meeting for 

 causality assessment. The PVCT Committee is the National AEFI  Committee. 

vi. During the PVCT Committee meeting endorse on the MCAZ in house report 

 form the Committee decision. 

vii. After the Committee meeting proceed as decided by the Committee e.g. seek  

            further information from EPI, inform other health care professionals of such 

 AEFIs  if necessary as an alert notice, letter or article in the drug information 

 bulletin. 

viii. Code report and compute details into the Adverse Drug Reaction (ADR) 

 VigiBase database as per the SOP. 
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ix. Complete a letter communicating the causality assessment decision made by 

 the Committee; and send to EPI together with additional report forms, and a 

 feedback letter to the reporter.  

x. Conduct further in-depth analysis and risk benefit assessment for serious  

 AEFI and/or cluster AEFI including literature review. Provide feedback to 

 EPI and reporter including publication of results in reputable journal.  

 

14.6 Steps for AEFI Reporting 

i. Receive the report, conduct a quick assessment and inform the next level 

ii. Take full socio-medical history 

iii. Review available records which the patient might have brought and check any 

 history of previous medication given 

iv. Find out if the child had similar episodes prior to immunization or any history of 

 allergies to food and/or medicines eg. Egg, red meat etc., injury or any rituals 

 done 

v. In case of an abscess refer the child to the next level for probable laboratory 

 tests, incision and drainage 

vi. Find out from care giver if anyone in the community had the same problem after 

 being vaccinated 

vii. Notify the next level and refer patient to next level when necessary 

viii. Compile an incident report of what transpired and submit to the next level with 

 copy of the completed AEFI reporting forms, and AEFI case investigation forms 

 for serious AEFIs. 

ix. After results are out dispel myths and misconceptions. 

x. In case of a suspected AEFI death offer bereavement counseling and inform the 

 police 

xi. Request for post mortem and parents to consent 

xii. Refer all questions to the DMO/PMD/PRO. 

xiii. Have a fully equipped emergency tray  

xiv. Check the cold chain equipment and temperature records 

xv. Keep the used vials under cold chain for investigation 
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14.7 Procedures of Determining and Recording an AEFI 

An AEFI reporting form should be completed to report an AEFI (annex 12). For a serious 

AEFI an AEFI reporting form and case investigation form (annex 13) is required to be 

completed.  

 

14.7.1 History Taking 

History taking should include the following: 

i. Vaccination history 

ii. Chronic illnesses 

iii. Acute infections 

iv. Medications given before and after vaccination; including herbal medicines 

v. Allergies to food eg. eggs, red meat etc., medicines 

vi. Feeding practices 

vii. Growth and development of child, including malnutrition  

viii. Previous reactions to medicines 

ix. Exposure to HIV 

 

14.7.2 Examination 

i. Resuscitate the child and conduct a head to toe examination 

ii. Note any abnormalities 

iii. Take and record the child’s temperature 

iv. Confirm type of AEFI e.g. abscess and document findings 

v. Counsel and reassure the care giver 

vi. Explain procedure to be followed and manage child appropriately 

 

14.7.3 Completion of AEFI Forms 

i. Fill in five (5) AEFI reporting forms 

ii. Ensure complete documentation 

iii. Sign the forms 

iv. Date stamp all the AEFI reporting forms 

v. File 1 copy at clinic 
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vi. Submit 4 copies to District Level for onward submission of 3 of the copies to the 

 Provincial Level. The Provincial Level would then forward two of the three  

 copies to the Zimbabwe Expanded Programme on Immunization Unit, and from 

 there one copy would be forwarded to the MCAZ.   

vii. A completed AEFI form and case investigation form for serious AEFI are 

 required by EPI and MCAZ to enable causality assessment and risk assessment  

14.7.4 Communication 

i. In case of fatal or severe AEFI use the fastest means of communication to 

 inform  the next level ie. phone. Fatal cases to be relayed to next level within 

 24 hours 

ii. The communication should follow the normal channel: District, Provincial 

and  EPI Head office 

iii. Submit a comprehensive report and attach the AEFI reporting forms 

 

14.8 Investigation of AEFIs 

Once an AEFI report has been received by the District level, an assessment should be made 

to determine whether or not an investigation is needed. The reported AEFI must be 

investigated if it: 

i.        appears to be a serious event (death/ resulted in hospitalization/ disability) of 

known 

          or unknown cause; 

  ii.        belongs to a cluster of AEFI; 

    iii.        is a previously unrecognized event associated with an old or newly introduced 

  vaccine 

    iv.        involves an increased number or rates of known cause; 

     v.        is a suspected immunization error; 

    vi.        appears on the list of events defined for AEFI surveillance; and 

   vii.        causes significant parental or public concern.  

 

The ultimate goal of a case investigation is to find the cause of an AEFI and to implement 

follow-up actions. Investigation should identify any immunization error-related or vaccine 

product-related reactions because these are preventable. If coincidental events are 

recognized, proving them will be important to maintain public confidence in the 

immunization programme. It is important to investigate suspected adverse events promptly 

and completely. The District level is responsible for carrying out the investigation. 
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The investigation can be a simple assessment or a more rigorous scientific evaluation of the 

reported AEFI in order to recognize its possible cause(s). The extent of the investigation 

depends on the nature of the reported AEFI. The WHO’s Aide-mémoire on AEFI 

investigation, 2013 (Annex 15) should be used as resource material in the investigation of 

AEFIs. The aide-mémoire proposes a systematic, standardized process to investigate reported 

serious AEFIs and ascertain the underlying cause. 

 

14.8.1 Investigation procedures 

 

a. Investigation 

 The  investigation team should fill the AEFI case investigation form and submit the form    

 to the next level, with the AEFI reporting form attached.  The following should be   

 checked: 

i. Cold chain maintenance 

ii. Immunization technique 

iii. Vaccine given 

iv. Documentation practices 

v. Emergency tray 

vi. Sharps disposal 

 

b. Composition of Investigation Team  

i. Programme Manager 

ii. Clinician (Pediatrician/Nurse/Epidemiologist/Pathologist/Physician) 

iii. Health Promotion Officer 

iv. Pharmacist 

v. Surveillance Officer 

vi. Logistician 

vii. Laboratory and forensic expert 

viii. Health Information Officer 

Surveillance and investigation of AEFI is important in order to take corrective action and 

preserve public confidence in EPI. 

 

   c. How to investigate an AEFI 

       An AEFI investigation follows standard principles of epidemiologic investigation. 
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Figure 6. How to investigate an AEFI  

 
Figure 6. adapted from the WHO Global Manual on Surveillance of AEFIs, 2014. 

 

It is important to investigate suspected adverse events promptly and completely. The 

investigator will primarily need to focus on the reported reaction as well as gather 

information from the patient/parent, health workers and supervisors, and community 

members.  

 

  i. Investigation of AEFI Clusters 

 A cluster of AEFI is defined as two or more cases of the same adverse event related in 

time, place or vaccine administration. According to the WHO Global Manual on Surveillance 

of AEFI, 2014 when investigating cluster AEFIs the investigator should look for AEFIs 

occurring in similar age groups and populations with genetic predisposition or disease. 

Cluster investigation 

begins by establishing a case definition for the AEFI and related circumstances and by 

identifying all cases that meet the case definition. 
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 Cluster identification (i.e. cases with common characteristics) is done by gathering details 

(who, when and where) of vaccines administered (WHO, 2014). This can be achieved by 

collecting and recording: 

i. detailed data on each patient; 

ii. programme-related data (storage and handling, etc.); and 

iii. immunization practices and the relevant health workers’ practices. 

  Common exposures among the cases can be identified by reviewing: 

i. all data on vaccine(s) used (name, lot number, etc.); 

ii. data on other people in the area (also non-exposed); and 

iii. any potentially coincident factors in the community. 

When an AEFI cluster has been identified, the cause-specific definitions provide a     

framework for investigation and causality assessment. The identification of the causes of an 

AEFI cluster may be investigated as the process flow under Figure 7. 
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Figure 7. Investigation of AEFI cluster 

 
Figure 7. adapted from the WHO Global Manual on Surveillance of AEFIs, 2014. 

 

 

ii. Investigation of Deaths 

A field investigation of a death following immunization has to be conducted without delay as 

the death can cause significant community concern, and all administrative levels, including 

the national immunization programme, should be notified of the death (WHO, 2014).  

 

The WHO recommends that death investigation should be carried out by a team comprising 

clinical, laboratory and forensic experts, and that the team should be supported by the 

programme managers, as listed under 7(b) above. All relevant information on the event 

should be available to the investigation team. 

 

An autopsy is preferred and is recommended following all deaths suspected to be caused by 

vaccine or immunization; however, the decision to conduct the autopsy should be taken 

within the context of religious, cultural and the legal framework of the country. At the time 
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of autopsy, the autopsy surgeon should be provided documents outlining detailed preclinical 

and clinical history, including laboratory and radiological findings.  

 

14.9 AEFI Causality Assessment  

Causality assessment, in the context of AEFI surveillance, a systematic review of data about 

AEFI case(s) in order to determine the likelihood of a causal association between the event 

and the vaccine(s) received (Global Manual on Surveillance of AEFI, WHO 2014). Causality 

assessment does not necessarily establish whether or not a definite relationship exists, but 

generally ascertains a degree of association between the reported adverse events and the 

vaccine/vaccination. The WHO recommends that the national (central) expert committee for 

causality assessment and for high-level technical support and decision-making may use the 

WHO Aide-mémoire on causality assessment as resource material, and is encouraged to use 

in its investigations the comprehensive case definitions developed by the Brighton 

Collaboration. To classify AEFI causality, the MCAZ-PVCT Committee, which is the 

National AEFI Committee, follows these recommendations. To classify causality, the 

MCAZ-PVCT Committee uses the WHO Aide-memoire on AEFI Causality, 2013. 
 

14.9.1 Before AEFI Causality Assessment 

i.   The AEFI case investigation should have been completed. Premature 

assessments with incomplete investigation could mislead the classification of the 

event. When an investigation is incomplete, follow-up efforts to obtain additional 

information and documents should be made. 

ii.   There must be a “diagnosis” using standard or widely accepted criteria for the  

adverse event, clinical sign, abnormal laboratory finding, symptom and/or 

disease in question. In other words, it should be clearly understood which 

vaccine is being associated with what specific event that was reported. 
 

14.9.2 Causality Assessment Method 

The WHO publication, Causality assessment of an AEFI – User manual for the revised WHO 

classification was developed by WHO as a method for assisting national committees for AEFI 

case review and causality assessment. It was patterned on an algorithm developed in the USA 

by the Clinical Immunization Safety Assessment network and with new AEFI definitions 

proposed by the Council for International Organizations of Medical Sciences (CIOMS). 
 

The revised WHO causality algorithm focuses on two critical questions: “Is there evidence in 

literature that this vaccine(s) may cause the reported event even if administered correctly?” 

and “Did the event occur within an appropriate time window after vaccine administration?”, 

WHO 2013. 
 

There are four steps in causality assessment, which are; 

Step 1. Eligibility: to determine if the AEFI case satisfies the minimum criteria for causality 

assessment. It is to be ensured that the AEFI case investigation is completed and that all 
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details of the case are available. One or more vaccines administered before the event are 

identified and a valid diagnosis selected which is thought to be casually related to the 

vaccination. An appropriate definition to assess diagnostic certainty is to be used (Brighton 

Collaboration definition, standard literature, national definition or other approved definition). 

If an AEFI is reported and appears to not meet the eligibility criteria because of suspected 

inadequate information, it is important to make attempts to collect the additional information 

required in order to ensure that the case can be properly assessed for eligibility, WHO 2014. 

Step 2. Checklist: to systematically review the relevant and available information to 

address possible causal aspects of the AEFI. The checklist is used as a guide to assemble 

information on patient-immunization-AEFI relationships. 

Step 3. Algorithm: to obtain direction as to the causality with the information gathered 

in the checklist. A stepwise approach using the algorithm helps determine if the AEFI could 

be consistent, or inconsistent, with an association to immunization, or is indeterminate or 

unclassifiable. 

Step 4. Classification: to categorize the AEFI’s association to the vaccine/vaccination 

on the basis of the direction determined in the algorithm.  The final classification is based on 

there being available adequate information for the case and the classes are classified as; 

a. A: Consistent causal association to immunization  

          A1 – Vaccine product-related reaction  

          A2 – Vaccine quality defect-related reaction 

          A3 – Immunization error-related reaction 

          A4 – Immunization anxiety-related reaction  

b. B: Indeterminate 

         B1 – Temporary relationship is consistent but there is insufficient definitive       

         evidence for vaccine causing event (may be new vaccine-linked event) 

         B2 – Qualifying factors result in conflicting trends of consistency and 

inconsistency with causal association to immunization 

c. C: Inconsistent causal association to immunization  

           Coincidental  

d. Unclassifiable 

 

14.10 Communication  

Communication with parents, the community, health staff and the media need to be carried out 

under many circumstances, from launching new vaccines, putting in place mass immunization 

campaigns, to issuing reminders to maintain vaccinations up to date. When a vaccine safety 

investigation is underway resulting from one of the reasons outlined in earlier chapters of this 

manual, communications involve keeping the public informed about the investigation, results 

and action already taken or going to be taken regarding the AEFI. At the same time it is crucial 

to highlight the benefits of immunization even while communicating about an investigation. 
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Trust is a key component in the exchange of information at every level. Any overconfidence 

about risk estimates that are later shown to be incorrect contributes to a breakdown of trust 

among people involved. Admit uncertainty of AEFI, investigate fully, and keep the community 

informed. Avoid making a premature statement about the cause of the event before the 

investigation is complete. If the cause is identified as immunization related error, it is vital not 

to lay personal blame on anyone, but to focus on system- related problems that resulted in the 

immunization error(s) and steps being taken to correct the problem. 

 

In communicating with the community, it is useful to develop links with community leaders 

and the peripheral health workers so that information can be rapidly disseminated. Maintaining 

lines of communication with the community is important throughout the investigation. Upon 

completion of the investigation, the cause of the event(s) needs to be communicated to the 

community. This communication must include information about the steps being taken to 

remedy the situation and to prevent a recurrence, if such steps are needed. 

 

In this age of instant communication, as outlined in the WHO Euro manual, “the ease with 

which information can be disseminated now means that negative comments about vaccines can 

go “viral” on the internet without balanced professional input. As a result, the media have 

found rich pickings in vaccine safety issues”.  Nevertheless, employing strong communication 

principles and strategies is not a substitute for evidence-based risk analysis.  But having a 

communications plan for rapid implementation may prevent vaccine safety scares from become 

crises. 

 

14.10.1 Communication with stakeholders 

There are many parties to whom communications should be tailored in order to meet their 

particular needs.  These include: 

iv. Parents and the community 

v. Health staff 

vi. Particular stakeholders such as the ministry of health/ NRA /NCL, politicians, 

professionals/academia, international agencies: WHO, UNICEF, and manufacturers. 

vii. The media 

 

In addition, there are principles of communication that apply to most if not all.  These include 

the need to: 

i. Listen empathetically to concerns. 

ii. Reassure and support but do not make false promises. 

iii. Communicate frequently 

iv. Build up and maintain relationship among the stakeholders. 

v. Inform about possible common adverse events and how to handle them. 
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vi. Prepare factsheets on adverse events and other key information for all audiences. 

vii. Continuously communicate during the investigation period to assure understanding 

both the situation and the risk-benefit of vaccination. Do not lay blame, especially not 

on the health worker(s), but focus on the correction and quality of the EPI system. 

 

While health staff should have some training or at least experience in communication skills by 

the nature of their work, at the same time communication with them by public health 

authorities and investigators should be sensitive to their needs.  Thus: 

i. Communication should be among all levels of health authorities involved. 

ii. Reassure the staff of their knowledge, ability, skills and performances. 

iii. Do not blame the health worker(s) but focus on the correction and quality of the EPI 

system. 

iv. Keep them updated on investigation process, progress, and findings. 

 

Vaccine safety information needs to be shared with other stakeholders in order to ensure 

dissemination of correct information and, by doing so, ensure the smooth functioning of 

national immunization programme in the country. This may be done at two stages: sharing 

preliminary information at initial stage and sharing the final data/report after completion of 

investigation/causality..assessment. 

 

14.10.2 Communicating with the media 

The media (newspaper, radio, television and the internet) play an important role in public 

perception. Understanding what the media want from a story will assist communication with 

them. In certain situations, media coverage can lead to public concern about immunization. In 

these situations, it is important to coordinate with professional organizations, health 

professionals and workers before responding to or addressing the media. The coordination 

should include preparation on dealing with public concern on this issue, in order to minimize 

any potential harm to the immunization programme. It is also useful to have other groups and 

individuals that merit public respect and authority to publicly endorse and strengthen key 

immunization messages. 

Communicating with the media requires particular skills that require training.  Reporters are 

highly trained professionals and their perspective must be properly understood.  The media are 

interested in stories that will attract attention.  While the success of a vaccination programme 

can attract attention, so can a programme that has not gone as planned.  Dramatizing and 

personalizing events can both highlight success as well as create a sense of panic about an 

AEFI with a particular vaccine product – regardless of whether they are either unrelated to 

immunization (coincidental) or a localized immunization error. One other important fact is the 

media want early responses to their questions: therefore waiting for the conclusion of an 

investigation is rarely possible.  Information may need to be disseminated early and often, and 

it is vital to be honest about what is known and what is not known, and to avoid being evasive 

and unresponsive. 



 

81 
Zimbabwe National Pharmacovigilance Policy Handbook, 2nd Edition 

 
 

At the same time, the media can be leveraged positively for the benefit of immunization. 

Health topics are popular among the public and, therefore, the media like to report about them. 

The media can be helpful allies in communicating public health messages. They can be helpful 

allies in reminding the public of the risk benefits of immunization. Building a personal 

relationship with key health reporters will help them to understand the public health 

perspective. 

Effective communication with the media includes advance preparation. This is part of a 

communication plan and is particularly important before a new vaccine is introduced or before 

and during an immunization campaign. A communication plan can also provide ongoing 

communication support to routine immunization programmes. A good media plan consists of 

the following: 

 

Table 4:  Media plan for communication 

A database of 

journalists 

A list of print and electronic media journalists covering 

health (local, national, international) with contact 

information. 

Always use a database where updating can be done 

immediately. 

Update regularly any changes in the media list. 

Information 

packages 

An information package may contain the following 

documents both in hard copy and e-copies: 

Frequently Asked Questions (FAQs) on immunization 

in general, for specific disease, and AEFI 

Fact Sheet or a Technical Brief on a specific vaccine 

preventable disease: burden of the disease and 

background rates of AEFI, expected AEFI rates 

Recent updates – Statistics, progress made in country, 

WPR, globally 

 

Contact addresses of spokespersons (experts) in the 

Ministry. 

This information package needs regular updating.  

The draft 

media release 

Must specifically answer the 6 W’s for journalists:  

Who is affected/is responsible? 

What has happened? What is being done? 

Where has it happened? 

When did it happen? 

Why did it happen? 

Will it happen again? 
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Information 

specific to 

media 

characteristics 

 

Local media: Read and believed by more people in the 

community than national media.  

National media: a wide reach and influences national 

agendas. 

International media: Can influence national agendas. 

A 

spokesperson 

system:  

 

Identify in advance an appropriate spokesperson (or 

several spokespersons in the different agencies). 

Share contact details of spokesperson(s) with all 

concerned focal points at different levels of programme 

implementation. 

Ensure spokesperson(s) has experience or some training 

in dealing with media. 

 

Other tips to keep in mind 

Media interest is usually greatest initially when relatively little is known. In this environment, 

rumours can flourish and the potential for harm is huge.  A media conference, convened early 

even if there is only very limited information to give, can provide a uniform message to all at 

the same time, thus avoiding any conflicting messages. This will also prevent the circulation of 

rumours and build a relationship with the reporters. At the end of the press conference, advise 

that a further conference will be held within a day or so, at which time full details of the event 

and the investigation will be provided.  A media or press conference requires expert planning 

and expert communications input to ensure that messages are clear, unambiguous and that all 

expert spokespersons are well prepared.  

Professional organizations and other stakeholder parties may have greater credibility than the 

government, particularly in a crisis situation. Providing them an opportunity for their unified 

support for immunization and the approach being taken to handle/investigate the problem can 

help considerably. 

 

14.10.3 Preparing key messages 

Messages need to be as simple as possible. Use simple words and short sentences. It is helpful 

to tell a story, if possible. Create a ‘word picture’ (a graphic or vivid description) to get the 

message across. The key messages should be kept to a minimum and should include some of 

the facts. The benefit of immunization in preventing certain diseases is well proven. 

Introduction of vaccines has saved millions of lives. 

i. It is risky not to immunize (risk of disease and complications). 

ii. Vaccines may/do cause reactions, but these are rarely serious. 

iii. Immunization safety is of paramount importance – maintaining confidence in 

immunization programs is only possible this way. 



 

83 
Zimbabwe National Pharmacovigilance Policy Handbook, 2nd Edition 

 
 

iv. Any suspicion of a problem is investigated (an advantage of well-established 

immunization safety surveillance).  This investigation is an example of such action 

being taken. 

It is rarely necessary to suspend an immunization programme during an investigation unless it 

is obvious that there is a problem with the vaccine that warrants such drastic steps.  The vast 

majority of situations prove to be coincidental or due to a very localized problem (depending 

on type of event), and the immunization programme must continue to keep the population safe 

from disease. 

 

Preparing a press statement 

i. All the information to be conveyed in a media conference should be prepared in 

advance and included in a press statement. 

An effective press statement/ release must specifically answer the six questions (“W’s”) stated 

above and include a one page account (400-500 words) written in short sentences outlining: 

i. A complete account of the event, framed in its context (e.g. an isolated event or a 

cluster of AEFI, or a coincidental event). No technical jargon. 

ii. An outline of actions taken or planned (such as the AEFI investigation). 

iii. A description of the possible cause of the event. 

iv. An assurance that corrective action will be taken, and what steps have already been 

taken. 

v. Reference to any relevant publication or web site for further information. 

vi. Sender’s name and spokesperson’s details. 

vii. Quotes from key officials may be used after seeking their permission. (The quotes must 

be positive and carry the key messages.) 

viii. Repetition of key positive message. 

 

Follow-up actions with communications 

Keeping promises: If it has been promised that updates about the investigation will be 

disseminated, make sure that this is kept by the promised date. If the findings have been 

delayed, ensure the delay is communicated. 

Providing answers to unanswered questions: if a question could not be answered for any 

reason, get back to the requestors with the answers as soon as possible. 

Keeping the public informed about subsequent developments: If any decision or action is 

taken at the highest levels following AEFI investigations or during the investigations and the 

public must know about it, keep them informed though a press release to the media or other 

locally appropriate means. 

 

14.10.4 Crisis management 

A crisis is a situation in which a real or potential loss of confidence in the vaccine or in the 

immunization programme is triggered by information about an AEFI. Crises can often be 
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avoided through foresight, care and training. If managed properly, the investigation and 

management of a vaccine safety situation will boost public confidence and acceptance and 

ultimately strengthen the immunization programme. 

 

How to manage a crisis? 

Anticipate: do not wait until a crisis occurs. Prepare for the unavoidable. Develop a good 

relationship with the media. Good public awareness and understanding of the immunization 

programme is necessary. 

Train staff at all levels to respond adequately: develop confidence responding to the public and 

the media (particularly to local media) properly and correctly. 

Confirm all facts and prepare (see steps for a press conference or press release) before making 

any public comments. 

Prepare a plan to react to a crisis when it occurs. This has to be done in advance, identifying 

responsible persons to handle the crisis and preparing all supporting documents and 

information. 

 

Summary 

Communication with parents, community, staff, other stakeholders and the 

media is necessary and important. 

During communication make sure to build confidence on immunization 

programme. Be aware of risk-benefits of immunization and the progress and 

findings of the investigation. 

Communication needs assurance from one in authority, with knowledge and 

expertise in the subject. 

It is recommended to prepare a communication plan in advance, as this will 

minimize negative impact of AEFI-related matters. 
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15.  PHARMACOVIGILANCE INDICATORS  

 

“Pharmacovigilance practitioners in low and middle-income countries (LMIC) currently 

enjoy the luxury of having 2 indicators for assessing performance – the WHO PV Indicators 

as well as the Systems for Improved Access to Pharmaceuticals and Services (SIAPS) and 

Management Sciences for Health (MSH) developed Indicator-based Pharmacovigilance 

Assessment Tool (IPAT). Whilst the two are largely similar, both aiming to achieve nearly-

identical aims, the existence and promotion of both appear duplicative and may be an issue 

for policy makers as well as practitioners.” -  Communique issued at the end of the 7th 

African Pharmacovigilance Consultants Network (PVSF) meeting in Accra, Ghana, 24-25 

November 2015 

 

The need to harmonise these indicators with the aim of having one Pharmacovigilance 

Indicator for LMICs in the medium term was agreed by all stakeholders including both WHO 

and SIAPS/MSH, and this issue was a central theme of the 7th PVSF meeting held in Accra, 

Ghana from 24-25 November 2015 with participation from WHO, the Uppsala Monitoring 

Centre, MSH/SIAPS as well as several African countries, including Zimbabwe, and hosted 

by the WHO Collaborating Centre for Advocacy and Training in Pharmacovigilance, 

University of Ghana. 

 

The guiding philosophy and principles of the national pharmacovigilance policy include the 

requirements for a national pharmacovigilance centre as per the WHO Pharmacovigilance 

Indicators Handbook 2015 (http://pvtoolkit.org/pv-wp/wp-content/uploads/2016/11/WHO-

PV-Indicators-Manual.pdf), and Indicator-Based Pharmacovigilance Assessment Tool 

(IPAT); Manual for Conducting Assessments in Developing Countries, Strengthening 

Pharmaceutical Systems (SPS) Program 2009. 

 

There are 27 core WHO pharmacovigilance indicators, which are 10 structural, 9 process and 

8 outcome or impact indicators.  

 
 

 

 

 

 

 

 

 

 

 

 

 

 

http://pvtoolkit.org/pv-wp/wp-content/uploads/2016/11/WHO-PV-Indicators-Manual.pdf
http://pvtoolkit.org/pv-wp/wp-content/uploads/2016/11/WHO-PV-Indicators-Manual.pdf
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Figure 8. The ten core structural indicators (CSTs) 

 
Figure 8. adapted from the WHO pharmacovigilance indicators, a practical manual for the assessment of 

pharmacovigilance systems, 2015 
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Figure 9. The nine core process indicators  

 
Figure 9. adapted from the WHO pharmacovigilance indicators, a practical manual for the assessment of 

pharmacovigilance systems, 2015 

 

Figure 10. The eight core outcome or impact indicators  

 

 
Figure 10. adapted from the WHO pharmacovigilance indicators, a practical manual for the assessment of 

pharmacovigilance systems, 2015 
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16.  GLOSSARY 

 

The definitions given below apply to the terms used in this policy. They may have different 

meanings in other contexts 

Adverse Event: Any untoward medical occurrence that may present during treatment with a 

pharmaceutical product, but which does not necessarily have a causal relationship with this 

treatment. 

Adverse event following immunization (AEFI): Any untoward medical occurrence which 

follows immunization and which does not necessarily have a causal relationship with the 

usage of the vaccine. The adverse event may be any unfavorable or unintended sign, 

abnormal laboratory finding symptom or disease. 

Adverse Drug Reaction (ADR): A response to a medicine which is noxious and unintended, 

which occurs at doses normally used in man for the prophylaxis, diagnosis, or therapy of 

disease, or for the modification of physiological function.  

Applicant: The person by, or on whose behalf, an application for registration is made. 

Causal Relationship: A relationship between one phenomenon or event (A) and another (B) 

in which A precedes and causes B. In pharmacovigilance; a medicine causing an adverse 

reaction. 

Causality Assessment: The evaluation of the likelihood that a medicine was the causative 

agent of an observed adverse reaction. 

Cohort Event Monitoring (CEM): A prospective, observational study of events that occur 

during the use of medicines, for intensified follow-up of selected medicinal products phase. 

Patients are monitored from the time they begin treatment, and for a defined period of time. 

Counterfeit Medicine: Medicines that are deliberately and fraudulently mislabeled with 

respect to identity and/or source. 

Data Mining: A general term for computerized extraction of potentially interesting patterns 

from large data sets, often based on statistical algorithms. 

Dechallenge: The withdrawal of a medicine from a patient; the point at which the 

continuation, reduction or disappearance of adverse effects may be observed. 

Diary (patient): A dated record of health events recorded by the patient.  

Event Dictionary: A standard listing of terms which describe health events for use in event 

monitoring. 

Excipients: All materials included to make a pharmaceutical formulation (e.g. a tablet) 

except the active drug substance(s). 
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Health Practitioner: Any person in respect of whose profession or calling a register is kept in 

terms of the Health Professions Act. 

Incident: A health event which is believed to be incidental to the taking of a particular 

medicine. 

Index Case: One of the first good descriptions of a specific adverse reaction to a medicine. 

Individual Case Safety Report (ICSR): A report that contains information describing a 

suspected adverse drug reaction related to the administration of one or more medicinal 

products to an individual patient. 

Information Component (IC): A measure of the disproportionality in the reporting of a 

medicine–ADR pair in an ICSR database, relative to the reporting expected based on the 

overall reporting of the medicine and the ADR. Positive IC values indicate higher reporting 

than expected. 

Marketing Authorization Holders (MAHs): The holder (an applicant, principal, individual, 

institute, manufacturer, company, importer, distributor, development partner/donor agency) of 

a marketing authorization to market a medicinal product. For the purpose of this policy 

document, the MAH's will have full responsibility and liability for their product on the market 

and full responsibility for ensuring that appropriate action can be taken when necessary as per 

the Medicines and Allied Substances Control Act (MASCA) Chapter 15:03 and regulations. 

Medicines and vaccines distributed in Zimbabwe under section 75 provision of MASCA 

Chapter 15:03 including donated medicines, vaccines, and complementary medicines are 

subject to complying with pharmacovigilance requirements in Zimbabwe.  

Medical Dictionary for Regulatory Activities (MedDRA): Medical terminology developed 

by the International Conference on Harmonisation of Technical Requirements for Registration 

of Pharmaceuticals for Human Use (ICH) with an emphasis on ease of use for data entry, 

retrieval, analysis and display. 

Medication Error: An error which occurs during the prescribing, dispensing and/or use of a 

medication. 

Medicine: Any substance or mixture of substances which is used, or is manufactured, sold or 

represented as suitable for use, in the diagnosis, treatment, mitigation or prevention of disease 

or any abnormal physical or mental state or the symptoms thereof in man or in animals; or 

restoring, correcting or modifying any physical, mental or organic function in man or in 

animals.  

Medicines Control Authority of Zimbabwe (MCAZ): A statutory body established by an 

act of Parliament, The Medicines and Allied Substances Control Act (MASCA) [Chapter 

15.03]. MCAZ is responsible for protecting public and animal health by ensuring that 

accessible medicines and allied substances and medical devices are safe, effective and of good 

quality through enforcement of adherence to standards by manufacturers and distributors. 

National Pharmacovigilance Centre (NPVC): It is a centre of expertise for the art and 

science of monitoring and analysis of ADRs, and in use of the information analysed for the 
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benefit of patients. The centre may function within the regulatory authority, a hospital, an 

academic institution or as an independent facility such as a trust or foundation.  

Periodic Safety Update Report (PSUR): A periodic report produced by an applicant 

intended to provide an update of a worldwide safety experience of a medicinal product to the 

competent authorities at defined times post marketing authorization applicable. PSUR to be 

submitted to the MCAZ as part of the new chemical entity application for registration 

Common Technical Document (CTD) pharmacovigilance plan for the product in line with its 

risk management plan where applicable. 

Periodic Benefit Risk Evaluation Reports (PBRERs): PBRERs are to be submitted to the 

MCAZ as part of the new chemical entity application for registration Common Technical 

Document (CTD)  pharmacovigilance plan for the product in line with its risk management 

plan where applicable. 

Pharmacovigilance: The science and activities relating to the detection, assessment, 

understanding and prevention of adverse effects or any other medicine related problem. 

Post-Marketing Surveillance (PMS): The practice of monitoring safety and effectiveness of 

pharmaceutical products or other consumable medical products after it has been released on 

the market with the objectives to decrease mortality and morbidity associated with adverse 

events and improving understanding of effectiveness in real-world situations. 

Rechallenge: To try a therapeutic pharmaceutical drug, suspected allergen, or medical 

treatment on a patient a second or subsequent time, to see if the suspected effects of the 

treatment occur again. This is typically performed to confirm allergic or adverse reactions to 

allergens or medications, but may also be used to confirm beneficial treatments or to retry a 

probable beneficial treatment which did not appear to be effective previously. 

Reporter: Any person, patient or healthcare professional or institute who describes a 

suspected adverse effect on an ADR or ICSR form for submission to the National 

Pharmacovigilance Centre or any other relevant organisation for further consideration.  

Section 75 Medicines: refers to exemptions which may apply to certain medicines, in line as 

stated in Section 75 of Medicines and Allied Substances Control Act [Chapter 15:03]. Such 

medicines require authorization for importation from the MCAZ. 

Serious Adverse Event: A serious adverse event or reaction is any untoward medical 

occurrence that at any dose results in death requires in-patient hospitalization or prolongation 

of existing hospitalization, results in persistent or significant disability/incapacity or is life-

threatening. 

Side Effect: Any unintended effect of a medicine occurring at normal dosage which is related 

to the pharmacological properties of the medicine. 

Signal: Reported information on a possible causal relationship between an adverse event and 

a medicine, the relationship being unknown or incompletely documented previously. Usually 

more than a single report is required to generate a signal, depending on the seriousness of the 

event and the quality of the information. 
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Spontaneous Reporting: Unsolicited communication by healthcare professionals or 

consumers that describes one or more suspected adverse drug reactions in a patient who was 

given one or more medicinal products and that does not derive from a study or any organized 

data collection scheme. 

Targeted Spontaneous Reporting (TSR): A method that monitors and records all or a 

specific set of safety concerns in a defined population of treated patients, e.g. drug-resistant 

TB patients on treatment. 

Unexpected Adverse Reaction: An adverse reaction, the nature or severity of which is not 

consistent with domestic labelling or market authorization, or expected from characteristics of 

the medicine.  

WHO Adverse Reactions Terminology (WHO-ART): The WHO terminology for coding 

clinical information in relation to medicinal product therapy.  
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Annex 1: e-ADR reporting form                             

The MCAZ e-Reporitng platform is found on the weblink; 

http://www.mcaz.co.zw/index.php/2016-01-08-06-40-00/e-reporting. The fields to fill are as 

shown below;          Page 1 of 4  

 

 
             

 

http://www.mcaz.co.zw/index.php/2016-01-08-06-40-00/e-reporting
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 Page 2 of 4  
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Page 3 of 4 
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Page 4 of 4  
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Annex 2: ADR Reporting Form.  
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Annex 3: Medication Error Reporting Form
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 Annex 4:  Product Defect Form 
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Annex 5: MCAZ Guidelines for the Notification of a Medicinal Product Problem/Defect 

and Recall Procedure 
 

When medicines, vaccines or medical device products are suspected of being potentially 

harmful to users due to their defective quality, safety or efficacy, they may be subjected to a 

recall and all related information must be reported to the MCAZ.  

 

The MCAZ Guidelines for the Notification of a Medicinal Product Problem/Defect and 

Recall Procedure are intended to ensure that in the event of a necessary recall, the recall 

operations are effectively and efficiently carried out by the manufacturer, importer, 

distributor or certificate holder of pharmaceutical product (hereafter known as the applicant) 

in order to safeguard public health. The guidelines are found on the MCAZ website: 

http://www.mcaz.co.zw/index.php/downloads/file/75-guidelines-for-the-notification-of-

medicinal-product-problem-defect-and-recall-procedure 

 
1. DEFINITIONS 

- Recall  

A process for withdrawing or removing a medicine, vaccine and/or medical device product 

from the pharmaceutical distribution chain because of defects in the product, complaints of 

serious adverse reactions to the product and/ or concerns that the product is or may be 

counterfeit. The recall might be initiated by the manufacturer, wholesale dealer applicant or 

the MCAZ.  

 

- Withdrawal or Cancellation of Registration and/or Withdrawal of a listed product-

The total removal of a medicinal product from the market that could  be due to an irreversible 

quality, safety or efficacy concern due to published research findings or non-compliance to 

current GMP. The withdrawal or cancellation maybe voluntarily initiated by the applicant or 

manufacturer or by the MCAZ. 

 

2. CLASSIFICATION OF RECALLS  

Recalls are classified according to the following system:  

2.1 Class I recall 

 Occur when products are potentially life-threatening or could cause a serious risk to health.  

  Examples of Class I Defects  

- Wrong Product (label and contents are different products)  

- Correct product but wrong strength, with serous medical consequences  

- Microbial contamination of sterile injection or ophthalmic product  

-  Chemical contamination with serious medical consequences  

http://www.mcaz.co.zw/index.php/downloads/file/75-guidelines-for-the-notification-of-medicinal-product-problem-defect-and-recall-procedure
http://www.mcaz.co.zw/index.php/downloads/file/75-guidelines-for-the-notification-of-medicinal-product-problem-defect-and-recall-procedure
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-  Mix up of some products with more than one container involved  

-  Wrong active ingredient in a multi-component product with serious medical 

 consequences  

-  Lack of effectiveness for a life threating condition.  

 

2.2 Class II recall 

Occur when product defects could cause illness or mistreatment, but are not Class I. 

 Examples of Class II Defects  

- Mislabeling e.g. wrong or missing text or figures  

- Missing or incorrect information- leaflets or inserts  

- Microbial contamination of non-injectable, non-ophthalmic sterile product with 

medical consequences  

- Chemical/ physical contamination (significant impurities, cross contamination, 

particulates)  

- Mix up of products in containers  

- Non-compliance with specification (e.g. assay, stability, fill/ weight or 

dissolution)  

- Insecure closure with serious medical consequences (e.g. cytotoxics, child 

resistant containers, potent products)  

- Lack of efficacy/effectiveness for medical condition that is not life threatening.   

2.3 Class III recall 

Occur when product defects may not pose a significant hazard to health ie low risk to health 

but recall may be initiated for other reasons, due to quality, safety or efficacy concerns. 

Examples of Class III Defects  

- Faulty packaging e.g. wrong or missing batch number or expiry date  

-  Faulty closure  

- Contamination- microbial spoilage, dirt or detritus, particulate matter  

Class I or Class II recalls are considered to be urgent safety-related recalls. They must be 

reported to the MCAZ for further evaluation and investigation. Class III recalls are 
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considered to be minimum risk to public health but should however still be reported to the 

MCAZ. 

Note: Each recall is a unique exercise and there may be occasions when the scope of a recall 

can be narrowed to particular customer groups. The classification is determined by the 

MCAZ. Expert advice might be sought where the nature of the hazard or its significant is not 

clear.  Decision made by other stringent regulatory authorities internationally will also be 

considered.  

The Guidelines do not apply to the recall of a medicine, vaccine or medical device related to 

regulatory issues such as cancellation of registration due to non-payment of retention fees, 

approved change of applicant, manufacturer, labeling, package insert or other registered 

particulars. Regulatory issues in which there is lack of compliance to cGMP may lead to a 

recall and/or a cancellation of registration. 

3 LEVELS OF RECALL 

As with classification, the level (or depth) of a recall is to be assigned in agreement with the 

MCAZ. In determining the recall level, the principal factors to be considered are the 

significance of the hazard (if any), the channels by which the medicine, vaccine or medical 

device pharmaceutical products have been distributed, and the level to which distribution has 

taken place. Again, expert opinion may be necessary to determine the significance of the 

hazard or risk. 

There are three levels of recall: wholesale, retail and consumer.   

3.1 Wholesale level  

Includes all parties involved in wholesale distribution and may include wholesalers and 

retail pharmacies.  

3.2 Retail level  

Includes:  

- All public and private hospital pharmacies;  

- Retail pharmacies;  

- Clinical investigators and the institutions in which clinical investigations are 

performed;  

- Medical, dental and other health care practitioners;  

- Nursing homes and other related institutions;  

-  Other retail outlets e.g. medicine shops, supermarkets and health food stores;  
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3.3 Consumer level 

 Includes patients and other consumers. 

4. POST-RECALL  

After the timeframe directed by MCAZ to complete the recall, or at other agreed times, the 

applicant is to provide the MCAZ with an interim report during recall process for the 

monitoring of progress within 7 days after initiation of recall. The interim report should 

contain the following information:  

- the number of organizations or persons to whom the defective product has been 

supplied;  

- the date and means of notifying them of the recall;  

- the number of responses received from them;  

- the names of the non-responders;  

- the quantity of stock returned;  

- the quantity of stock that has been off shelves pending return to applicant; 

- the estimated time frame for the completion of the recall.  

A final report (refer Final Report Form PVF 49) containing the following information 

should be submitted to MCAZ within 14 days after commencing of the recall:  

- the circumstances leading to the recall;  

- the consequent action taken by the applicant or manufacturer;  

- the extent of distribution of the relevant batches in Zimbabwe and external; - 

- the result of the recall  

 the quantity of stock returned, corrected, outstanding;  

 the quantity of stock used by the consignees and;   

 the quantity of stock not located; 

 date of recall completion;  

- confirmation (using Recall Reply Form PVF48)  where practicable, the retailers have  

returned all the recalled products to the applicant or manufacture and the customers 

have received the recall letter;  

- the method of destruction or disposal of the recalled products; and  
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The applicant or manufacture should report to MCAZ with relevant explanation and obtain 

its approval if the final report cannot be submitted within 14 days after commencing of the 

recall. After completion of the recall, a report on investigation results on the problem and 

the action proposed to be implemented in future to prevent a recurrence of the problem 

should be submitted to MCAZ in a timely manner, not more than 30 days after the recall. 

NB. These reports establish the effectiveness of the recall and unless satisfactory 

reports are received, further recall action may have to be considered. 
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Annex 6: SAE Reporting Form 
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Annex 7 

 

Annex 8 

 

Annex 9  

 Title  Reference  Website  

Hyperlink 3 Safety Monitoring of H1N1 Vaccine (August  

2010 to December 2011) 

 MCAZ Drug Information  
Bulletin Volume: 2 No:1   
June 2013  

 

www.mcaz.co.zw  

 

Annex 10   

  Title  Reference  Website  

Hyperlink 4  Cohort Event Monitoring Of Artemisinin  

Combination Therapies (ACTs) In Zimbabwe  

 MCAZ Drug Information 

Bulletin Volume: 1 

December 2012  

www.mcaz.co.zw  

 

Annex 11 

 Title  Reference  Website  

Hyperlink 5  Targeted Spontaneous Reporting (TSR) 

Program of Antiretrovirals (ARVs) and 

Antituberculosis (Anti-TBs) and all essential 

medicines in Zimbabwe  

MCAZ Drug Information 

Bulletin Volume: 2 No:1   
June 2013  

www.mcaz.co.zw  

 

 Title  Reference  Website  

Hyperlink 1  MCAZ Drug Information Bulletin 2015   MCAZ Drug Information  
Bulletin 2015  

  

www.mcaz.co.zw 

 Title  Reference  Website  

Hyperlink 2  Strengthening National Surveillance of  

Adverse Events Following Immunization  

MCAZ Drug Information  
Bulletin Volume: 2 No:1   
June 2013  

  

www.mcaz.co.zw  
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Annex12: Adverse Events Following Immunization (AEFI) Reporting Form.  
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Annex 13: AEFI Case Investigation Form  
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Annex 14: WHO Aide-memoire on AEFI Causality Assessment, 2013  

Page 1 of 4  
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Annex 15 Aide-mémoire on AEFI Investigation, 2013 

Page 1 of 2 

 
 

Page 2 of 2 
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Annex 16: WHO Causality Classification of Adverse Events (AE) Definition Categories   

                   Used by the MCAZ and the PVCT Committee  

WHO Causality classification of Adverse Events  

(AE) definitions categories used by  

MCAZ and ADR &MR Committee  

DAIDS Investigator causality classification of (AE) 

definition categories commonly used for clinical trials 
  

CERTAIN  

-event or laboratory test abnormality, with plausible 

time relationship to drug intake.  

-cannot be explained by disease or other drugs.  

-response to withdrawal clinically plausible. -event 

definitive pharmacollogically or 

phenomenologically. 

-rechallenge if necessary. 

DEFINITELY RELATED  
The exposure to the study agent and adverse event are 
related in time, and a direct association can be 
demonstrated (e.g. the adverse experience has been 
identified as a known toxicity of the study agent 
product, and the study agent is clearly responsible for 
the event.  

PROBABLE/LIKELY  

-event or laboratory test abnormality, with 

reasonable time relationship to drug intake.  

-unlikely to be attributed to disease or other drugs.  

-response to withdrawal clinically reasonable.  

PROBABLY RELATED 

The administration the study agent/procedures & 

adverse event are considered reasonably related in 

time and the event is more likely explained by the 

study agent than other causes.   

POSSIBLE  

-event or laboratory test abnormality, with 

reasonable time relationship to drug intake.  

-could also be explained by disease or other drugs.  

-information on drug withdrawal lacking or unclear.  

POSSIBLY RELATED 

The adverse event and the administration of the study 

agent/procedures are reasonably related in time, and the 

adverse event can be explained equally well by causes 

other than the study agent/procedures   

UNLIKEL Y 

-event or laboratory test abnormality, with a time to 

drug intake which  

-makes relationship improbable.  

-disease or other drugs provide plausible 

explanations.  

PROBABLY NOT RELATED 

A potential relationship between the study agent/ 

procedures and the adverse event could exist (i.e. the 

possibility cannot be excluded) but the adverse event 

is most likely explained  by causes other than the 

study agent/procedures   

  

CONDITIONAL/UNCLASSIFIED  

-event or laboratory test abnormality.  

-more data for proper assessment needed.  

-or additional data under examination.  

NOT RELATED 

The adverse event is clearly explained by another cause not 

related to the study agent/procedures. 

UNASSESSIBLE/UNCLASSIFIED   

-a report suggesting an adverse reaction. -

cannot be judged because of insufficient or 

contradictory information.  

-report cannot be supplements or verified.  

PENDING  

*May be used as a temporary assessment only for death 

*Used only if data necessary to determine the relationship to 

study agent/procedures is being collected *A final assessment 

of relationship should be within 3 business days after 

reporting the death    

*If no final assessment is made within 3 business days by site, 

event will be assesses as possibly related to study 

agent/procedures   

*Any additional information received at a later time including 

an autopsy (post-mortem) report should be submitted as follow 

up report   
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Annex 17 Flowchart for AEFI management  

 

 
 

VigiBase is the WHO Drug Safety database for the WHO International Drug Monitoring 

Programme, which is also the Zimbabwe National Pharmacovigilance drug safety database. 

 

Joint Reporting Form (JRF): The WHO and UNICEF jointly collect information through a standard 

questionnaire, the JRF, which is sent to member states. The information collected in the JRF 

include estimates of national immunization coverage, reported cases of vaccine-preventable 

diseases, immunization schedules, as well as indicators of immunization system 

performances,WHO 2016. 
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Annex 18 Table of Useful Guidelines  

Number  Name of Document/Guideline   Source of document/ URL link 

1  7th Essential medicines List and 

Standard Treatment Guidelines 

for Zimbabwe. 2015. 

  

NMTPAC, AIDS and TB Unit  
MOHCC 

  

2 

  

Guidelines for Antiretroviral 

Therapy in Zimbabwe.  
2013. 

  

NMTPAC, AIDS and TB Unit  

MOHCC 

  

3 

  

Guidelines for Good 

Wholesaling practice of 

Pharmaceuticals  

MCAZ.  
http://www.mcaz.co.zw/index.php/ 

downloads/category/9guidelines?download=9:goodwholesaling-

practice-guidelines 

4 

  

A practical handbook on the 

pharmacovigilance of medicines 

used in the treatment of 

tuberculosis. Enhancing the 

safety of the TB patient. 2012.  

WHO.  
http://www.who.int/medicines/publi 

cations/Pharmaco_TB_web_v3.pdf 

5 

  

Safety of Medicines. A guide to 

detecting and Reporting Adverse 

Drug Reactions. Why health 

professionals need to take action. 

2002. 

WHO.  

  

http://whqlibdoc.who.int/hq/2002/ 
WHO_EDM_QSM_2002.2.pdf 

6  Safety monitoring of medicinal 

products. Guidelines for setting 

up and running a 

pharmacovigilance centre.2000. 

WHO.  

  

  
7 

  

The safety of Medicines in 

public health programmes: 

Pharmacovigilance an essential 

tool. 2006.  

WHO.  
http://www.who.int/medicines/areas 

/quality_safety/safety_efficacy/Phar macovigilance_B.pdf 

8 

  

The Importance of 

Pharmacovigilance: Safety  
Monitoring of Medicinal 

Products 

WHO.  

http://whqlibdoc.who.int/hq/2002/a
 
 

75646.pdf 

  

9 Pocketbook of Hospital Care for 

Children. Guidelines for the 

Management of Common 

Illnesses With Limited 

Resources. 2005. 

WHO 
http://whqlibdoc.who.int/publications/2005/9241546700.pdf 

   

10 Guidance for Industry. E2E 

Pharmacovigilance Planning. 

2005 

FDA 

http://www.fda.gov/cber/guidelines. 
htm 
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11 Causality assessment of an 

adverse event following  

immnunisation (AEFI): User 

manual for the revised  
WHO classification 

WHO.  
http://www.who.int/vaccine_safety/publications/gvs_aefi/en/ 

12 Adverse Event Following 

Immunization (AEFI) case 

definition document 

 

Brighton Collaboration .  

https://brightoncollaboration.org/pu blic/what-we-

do/settingstandards/case-  

definitions/availabledefinitions/ extras/0/link/Case Defi nition 

Format Template.pdf 

13 

  

British National Formulary 

(BNF) 

  

Royal Pharmaceutical Society of  

Great Britain 

  

14 

  

British National Formulary for 

children 

  

Royal Pharmaceutical Society of  

Great Britain 

15  ICH E2A Guideline – Clinical 

Safety Data Management: 

Definitions And Standards For 

Expedited Reporting  

ICH.  

http://www.ich.org/fileadmin/Publi c Web Site/IC H 

Products/Guideli nes/Efficacy/E2A/Step4/E2A Guid eline.pdf 

16 

  

ICH E2B Guideline - Clinical 

Safety Data Management : Data 

Elements For Transmission Of 

Individual Case Safety Reports 

  

ICH.  

http://www.ich.org/fileadmin/Publi c Web Site/ICH 

Products/Guidelines/Efficacy/E2B/S
 
tep4/E2B R2 

Guideline.pdf 

17  ICH E2C(R2) Guideline - 

Periodic Benefit
 

- risk 

Evaluation Report (PBRER) 

EMA.  

http://www.ema.europa.eu/docs/en GB/document library/Regulatory 

a nd procedural guideline /2012/12/ 

WC500136402.pdf 

18 

  

ICH E2D Guideline – Post 

Approval Safety Data 

Management 

   

EMA.  

http://eudravigilance.ema.europa.eu  

/human/docs/ICH%20E2D.pdf 

  

19 ICH E2E Guidelines - 

Pharmacovigilance Planning 

ICH.  

http://www.ich.org/fileadmin/Publi c Web Site/ICH 

Products/Guideli nes/Efficacy/E2E/Step4/E2E Guideline.pdf 

  

20 

Safety Monitoring of Medicinal 

Products: Reporting system for 

the general public 
 
 

WHO.  

http://www.who.int/medicines/areas 

/quality safety/safety efficacy/Con sumerReporting.pdf   

21 An Operational Plan for the 

Nationwide Transition to 

Option B+ in Zimbabwe, 

September 2013-November 

2014. Ministry of Health and 

PMTCT-AIDs & TB Unit, MoHCC guidelines 
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Child Care. 

22 Global Manual on Surveillance 

of AEFIs  

WHO: 

http://www.who.int/vaccine_safety/publications/aefi_surveillance/e

n/ 
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Annex 19 Experiences and Lessons from Implementing Cohort Event Monitoring      

Programmes for Antimalarials in Four African Countries: Results of a 

Questionnaire-Based Survey 
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Annex 20: Zimbabwe’s Membership of the WHO International Monitoring Programme 
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