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European Medicine Agency

Qualified Person for Pharmacovigilance
Good Pharmacovigilance Practice
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Marketing Authorization Holder
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Forward

The National Medicines and Poisons Board (NMPB) is the Medicines Regulatory
Authority (MRA) in Sudan with the general objectives of assurance of safety, quality,
efficacy and affordability of medicines. The NMPB is authorized to set and implement the
standards, controls and conditions related to importation, manufacturing, surveillance,
storage, pricing, transportation and utilization of Medicines (Human and Veterinary),
Pharmaceutical Products, Medical Devices, Food supplements, Health Products and
Cosmetics in accordance with the approved standards and measurements .

The Pharmacovigilance Center (PVC), as part of the NMPB, is the center that monitors the
quality and safety of medicines post marketing that is through:

Monitoring and evaluation of adverse drug reactions (ADRs) by collecting, assessing,
understanding and preventing them or any other possible drug-related problems.

It also monitors the quality of medicines circulating in the Sudanese market through the
post marketing surveillance program.

Regulatory actions may be taken as a result of PV reports depending on the outcomes, such
as changing the way the medicine will be used, or even could reach to withdrawing it from
the market.

This Guideline sets out for the Marketing Authorization Holders (MAH) the
pharmacovigilance responsibilities of their medicines and other products registered and
regulated by the National Medicines and poisons Board. It also outlines the mandatory
reporting requirements and offers recommendations on pharmacovigilance best practices.
The concepts and reporting requirements stated in this guideline are based on the guidelines
on Good Pharmacovigilance Practice (GVP) for Arab Countries for Medicinal Products for
Human Use (Version 2), International Conference for Harmonization (ICH) and the

European Medicines Agency (EMA) guidelines.
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1. Pharmacovigilance
According to the World Health Organization (WHO), Pharmacovigilance (PV) is the science

and activities relating to the detection, assessment, understanding and prevention of adverse

effects or any other medicine related problem.

2. Importance of Pharmacovigilance
The information collected during the pre-marketing phase is incomplete with regard to

Adverse Drug Reactions (ADRs) and this is mainly because:

= Patients enrolled in clinical trials are limited in number and are not representative to
the public at large.

» The conditions of medicines’ use differ from those in clinical practice and the duration
is limited.

* Information about rare but serious adverse reactions, chronic toxicity, use in special
groups (such as children, the elderly or pregnant women) or drug interactions is often
incomplete.

Therefore, post-marketing surveillance is important to permit detection of less common but
sometimes very serious ADRs. Accordingly, PV stakeholders worldwide should report ADRs

as this can save patients’ lives.

3. The Pharmacovigilance Center (PVC)
The PVC has been established in 2007 at Directorate General of Pharmacy/ Federal Ministry

of Health to be responsible for the collection and evaluation of information on
pharmaceutical products marketed in Sudan with particular reference to adverse reactions.
Furthermore, PVC is taking all appropriate measures to:
» Encourage physicians and other healthcare professionals to report the suspected
adverse drug reactions to the PVC.
* Oblige marketing authorization holders to systematically collect information on risks
related to their medical products and to transmit them to the PVC.
* Provide information to end-users through adverse drug reaction news bulletins,

medicines alert and educational activities.
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The PVC is handling these pharmacovigilance data in a way, which is compatible with the

procedures undertaken by WHO in order that pertinent data may be transferred between

the PVC and the WHO center.

4. The scope
This guideline applies to all MAH who have medicines registered at the (NMPB). All

Marketing Authorization Holder whose products are registered and marketed must have a

system in place to apply good pharmacovigilance practice.

5. Basic requirements

All MAH should have the following basic PV requirements:

1.

10.

MAHSs should be held accountable for the overall pharmacovigilance of its medicinal
products registered and marketed in Sudan.

MAH should have an appropriate pharmacovigilance system.

Each MAH should appoint one Qualified Person for Pharmacovigilance (QPPV). The
QPPV should be placed in Sudan and should be qualified, with documented
experiences and training in all aspects of pharmacovigilance.

Each MAH should have pharmacovigilance system master files (PSMF).

All MAH shall prepare and submit Periodic Safety Update Reports (PSURs) executive
summary annually.

Each MAH shall have Risk management system (RMS).

The MAH should be committed to collect and submit reporting of suspected ADRs to
the PVC.

All information relevant to the risk-benefit balance of a medicinal product is reported
to the PVC fully and immediately in accordance with the legislation.

MAH should respond fully to requests from NMPB for additional information
necessary for the evaluation of the benefits and risks of any of its medicinal products.
Each MAH should submit to the PVC a report of the total number of ADRs (serious and

non-serious) and the number of PSURs.
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11. All MAH should not perform any educational activities for the wider society with
respect to pharmacovigilance and medication safety without written permission from

the PVC.

This list of basic requirements is elaborated in the following sections.

6. Pharmacovigilance system
The definition of a pharmacovigilance system is a system used by the marketing

authorization holder and by the medicines authorities to fulfill the tasks and responsibilities
and designed to monitor the safety of authorized medicinal products and detect any change
to their risk-benefit balance. The medicines authorities likewise maintain a

pharmacovigilance system to fulfil its pharmacovigilance activities.

In this aspect, MAH should be accountable for:

1. MAH is responsible for the respective pharmacovigilance tasks and responsibilities
in order to assure responsibility and liability for its authorized medicinal products
and to ensure that appropriate action can be taken, when necessary.

For this purpose, MAH shall operate a pharmacovigilance system and shall establish
and use a quality system that is adequate and effective for performing its
pharmacovigilance activities.

2. Each MAH shall be responsible for collecting and recording all reports, whether
reported spontaneously by healthcare professionals or consumers, or reported in the
context of post-authorization studies.

3. A description of the pharmacovigilance system shall be developed by the applicant
for a marketing authorization in the format of a pharmacovigilance system master file
(PSMF) and be maintained by the marketing authorization holder for all authorized
medicinal products.

4. When submitting an application for a marketing authorization, the applicant, in
preparation for the role and responsibilities as MAH, should submit a description of
the PV system and submit proof that the services of the QPPV are in place.

5. The Applicant or the marketing authorization holder is also responsible for

developing and maintaining product-specific risk management systems.
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6. The marketing authorization holder shall submit the name and contact details of the

QPPV to the PVC. Changes to this information should be submitted to the NMPB as

soon.

7. Qualified Person for Pharmacovigilance (QPPV)
The MAHs shall ensure that the QPPV shall be fully dedicated to his job that’s mean has

acquired adequate theoretical and practical knowledge for the performance of PV activities.
7.1. Qualifications of QPPV

» A pharmacist with minimum B. Pharmacy.

» Must have a previous formal training in pharmacovigilance.
7.2. Responsibilities of QPPV

= Act as a single point of contact for the NMPB on all matters relating to
pharmacovigilance and safety of his/her MAH marketed products.

» Establish and maintain a system which ensures that information about all suspected adverse
drug reactions/events which are reported to the personnel of the marketing authorization
holder, including medical representatives and contractors, is collected, processed and
evaluated and forwarded to the PVC at NMPB in line with the timelines provided (table 2).

*  Prepare the following documents for submission to the PVC:
o Adverse Drug Reaction reports.
o Periodic Safety Update Reports (PSURs)/Periodic Benefit-Risk Evaluation
Reports (PBRER).

o Company-sponsored pre- and post-registration study reports.
o Risk Management Plans and Specific Risk Management Plan when requested by the PVC.
o Ongoing pharmacovigilance evaluation during the post-registration period.

. Ensure that any request from the NMPB for additional information deemed necessary

for the evaluation of the risk-benefit ratio of a marketed product, is provided to the PVC

promptly and fully.

» Qversee the safety profiles of the MAH marketed products and any emerging safety concerns.
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8. Pharmacovigilance system master files (PSMF)
The Pharmacovigilance System Master File (PSMF) is a detailed description of the

Pharmacovigilance System used by the marketing authorization holder with respect to one

or more authorized medicinal products.

8.1. Location of PSMF

The PSMF shall be located (physically) at the site where the main pharmacovigilance
activities of the marketing authorization holder are performed.

8.2. Summary of the PSMF

Only a summary of the applicant’s pharmacovigilance system is required to be included in

the marketing authorization application.

8.3. Contents of PSMF

The PSMF contents and format shall be according to the current version of Arab GVP. PSMF
should be kept up to date by the MAH, without the need of submitting variation applications.
Only for changes to the ‘PSMF Summary’, variation applications should be submitted to the PVC.

9. Reporting of suspected adverse drug reactions

9.1. What should be reported?
If it is suspected that a patient has experienced an ADR it should be reported using the PVC

suspected ADR reporting form (annex 1). ADRs resulting from prescription medicines,
herbal remedies, and OTC medications can all be reported. Causality does not need to have

been established.

* For new medicines report all the suspected reactions, including minor ones.
(medicines are considered “new” up to five years after marketing authorization)

» MAHs should monitor all the active substances for which they hold a marketing
authorization by accessing a widely used systematic literature review and reference
database.

* For established medicines or well-known medicines report all serious or non-serious
suspected ADRs.

» Reportif an increased frequency of a given reaction is suspected

= Report all suspected ADRs associated with drug-drug, drug food or drug-food

supplements (including herbal and complementary products) interactions.
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= Report when suspected ADRs are associated with medicine withdrawals.

= Report ADRs occurring from overdose or medication error.

= Report ADRs in special fields of interest such as medicine abuse and medicine use in
pregnancy (teratogenicity) and during lactation.

* In children under the age of 18, all suspected ADRs occurring, should be reported
regardless of whether the medicine is licensed for use in children. Children are often
not exposed to medicines during clinical trials and many medicines are used in
children even if they are not licensed for this purpose. This means that monitoring of
medicine safety is particularly important for this age group.

9.2. Characteristics of good case report
The quality of the reports is critical for appropriate evaluation of the relationship between

the product and the adverse event, thus good case report includes the following elements:

» Description of the adverse reaction or disease experience, including time to onset of
signs or symptoms and the seriousness of the reaction/s.

= Suspected and concomitant medicines details (i.e., Name, concentration, dose, dosage
form, route of administration, indication for use, duration of use and batch number
especially for vaccines), including over-the-counter medications, dietary
supplements, and recently discontinued medications.

= Patient characteristics, including the name or initials, age, sex, weight, and baseline
medical condition prior to product therapy, co-morbid conditions, use of concomitant
medications, relevant family history of disease, and presence of other risk factors.

* Documentation of the diagnosis of the reactions, including methods used to make the
diagnosis.

» (linical course of the reaction and patient outcomes (e.g., hospitalization or death).

» Relevant therapeutic measures and laboratory data at baseline, during therapy, and
subsequent to therapy, including blood levels, as appropriate.
* Information about response to dechallenge (stop taking medicine) and rechallenge

(restart taking medicine); and any other relevant information (e.g., other details
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relating to the reaction or information on benefits received by the patient, if
important to the assessment of the reaction).
9.3. How to report
To report individual case, the Individual Case Safety Reporting form (ICSR) should be
obtained from the PVC, and all the sections should be completed to have a valid report. In
other words, these four sections are the minimum information which allows the case report
to be valid subsequently to be entered onto the national ADR database and become available

for signal generation in order to facilitate evaluation of cases.

When one or more of these information is missing, the case should be followed up in order

to validate the report and complete its processing as described above.
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The four sections to validate the individual case report (ICSR) are as follow:

Section 1: An identifiable patient

1.
2.
3.
4.

Patient initials
Sex
Weight

Age at time of reaction or date of birth

Section 3: Suspected adverse reaction

1.
2.

o ok w

Description of the reaction

Expectedness of the reaction (in accordance
with the approved product information)
Seriousness of the reaction

Date the reaction started, stopped
attributed to adverse reaction

Relevant tests/laboratory data (if available)

Section 4: An identifiable reporter

1.

2
3.
4

Name, initials
Address
Contact details

Qualification (if healthcare professional)

Section 2: Suspected medicine

© N o Uk W N =

Name (INN and brand name)

Strength (concentration)

Dose, Frequency

Dosage form

Route of administration

Indication for use

Duration of use, date started, date stopped

Batch number (especially for vaccines)

11

9.4. Reporting time frames

Reporting of serious valid ICSRs is required as soon as possible, but in no case later than 7

calendar days after initial receipt of the information by any personnel of the marketing

authorization holder, including medical representatives and contractors.

Reporting of non-serious valid ICSRs is required within 30 calendar days from the date of

receipt of the reports by the marketing authorization holders.

» Reporting time frame for non-serious reports should then be applied for the

subsequent follow-up reports.

» Where a case initially reported as serious becomes non-serious, based on new follow-

up information, this information should still be reported within 7 days
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10. Periodic Safety Update Reports (PSURs)

Periodic safety update reports (PSURs) are pharmacovigilance documents intended to
provide an evaluation of the risk-benefit balance of a medicinal product for submission by
MAHs at defined time points during the post-authorization phase.
Marketing Authorization holders should submit PSURs to the PVC:

=  Within 70 calendar days of the data lock point (day 0) for PSURs covering intervals
up to 12 months (including exactly 12 intervals of months).

= Within 90 calendar days of the data lock point (day 0) for PSURs covering intervals in
excess of 12 months.

» The timeline for the submission of ad hoc PSURs requested by competent authorities
will be normally specified in the request, otherwise the ad hoc PSURs should be
submitted within 90 days of the data lock point.

The content of the PSUR executive summary is highlighted in table 1.
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Table No. 1 represent the content of PSUR executive summary:-

Section | PUR executive summary/Requirements

NMPB
YES
official use

PSUR title page

The name of the medicinal product/s and sub

International birth date (IBD)

1 Reporting interval, date of the report

MAH details and statement of confidentiality of the information

included in the PSUR

The signature of QPPV

PSUR executive summary

Introduction and reporting interval.

Medicinal product, therapeutic class, mechanism of action
indication/s, pharmaceutical formulation, dose/s and route of

administration

Estimated cumulative clinical trials exposure

Estimated interval and cumulative exposure from marketing

experience

Number of countries in which the medicinal product is

Authorized

Summary of the overall benefit risk analysis evaluation.

Actions taken and proposed for safety reasons, (e.g. significant
changes to the reference product information, or other risk

minimization activities

Conclusions
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11.Risk management system

A set of pharmacovigilance activities and interventions designed to identify, characterize,
prevent or minimize risks relating to medicinal products including the assessment of the
effectiveness of those activities and interventions.

In relation to risk management of its medicinal products, an applicant/marketing
authorization holder is responsible for:

* Ensuring that it constantly monitors the risks of its medicinal products in compliance
with relevant legislation and reports the results of this, as required, to the PVC.

» Taking all appropriate actions to minimize the risks of the medicinal product and
maximize the benefits including ensuring the accuracy of all information produced by
the MAH in relation to its medicinal products, and actively updating and promptly
communicating it when new information becomes available

12. Risk minimization measures

Risk minimization measures are interventions intended to prevent or reduce the occurrence
of adverse reactions associated with the exposure to a medicine, or to reduce their severity
or impact on the patient should adverse reactions occur. Planning and implementing risk
minimization measures and assessing their effectiveness are key elements of risk
management. There is a routine risk minimization that is applicable to all medicinal
products, and involves the use of the following tools:

» The Summary of Product Characteristics (SPC)

« The Package Leaflet (PL)

« The labelling

» The pack size and design

« The legal (prescription) status of the product

The risk-benefit balance of a medicinal product can be improved by reducing the burden of
adverse reactions or by optimizing benefit, through targeted patient selection and/or
exclusion and through treatment management (e.g. specific dosing regimen, relevant testing,
and patient follow-up). Additional risk minimization activities, such as educational
programs, should only be introduced when they are deemed to be essential for the safe and

effective use of the medicinal product and should be developed by the QPPV.
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Table No. 2 represents the PVC pharmacovigilance reporting requirements (i.e. what, how

and when MAH must report)

NO. Report type How to report Reporting time frame*
1 | Periodic Safety | CD FORM Within 70 calendar days of the data lock
Update Reports | E-mail; point (day 0)** for PSURs covering
(PSURs) pv.team.24@nmpb.gov.sd intervals up to 12 months (including

intervals of exactly 12 months); and
within 90 calendar days of the data lock
point (day 0) for PSURs covering

intervals in excess of 12 months

medicine quality issues

unlikely to warrant a recall,

2 | Significant  safety | In writing letter to the PVCor | <72 hours of the MAH been notified
issues by E-mail;
pv.team.24@nmpb.gov.sd
3 | Serious ADRs that Suspected ADR reporting | <7 calendar days of receipt of minimum
occurred in Sudan form information
E-mail;
pv.team.24@nmpb.gov.sd
4 Non-serious Suspected ADR reporting | Within 30 days from the date of receipt of
adverse reaction form the reports
reports E-mail;
pv.team.24@nmpb.gov.sd &
must be presented as a
cumulative table in a PSUR
5 Quality defect | For notifications of significant | In accordance with the timeframe for
issues, safety issues associated with serious adverse reactions or a
adulterated medicine quality defect significant safety issue as applicable
products, issues, or serious ADRs
counterfeit associated with medicine
products quality issues or confirmed
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E-mail:

pv.team.24@nmpb.gov.sd

Risk  management

files

In writing letter to the PVC or
by E-mail;
pv.team.24@nmpb.gov.sd

*Time frames are in relation to Day 0

**Day 0 is the day the ‘clock’ starts for reporting
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14. Annexes
Suspected ADR reporting form:
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