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Directorate General of Drug Administration (DCDA) is the National Regulatory Authority of Drugs in

Bangladesh under the Ministry of Health and Family Welfare (MoFlFW). DGDA has been working as the

National Pharmacovigilance Center (NPC) that coordinates the overall activit-v of phannacovigilance in

collaboration with national and intemational stakeholders like WHO, the Uppsala Monitoring Centre,

MoHFW, Marketing Authorization Holders (MAHs), Directorate General of Health Services (DGHS),

Public Health Programs (PI{Ps) and so on. With all the relevant stakeholders, integration of

pharmacovigilance system in public health has positive impact on improvement of health care system.

To ensure medicine and patient safety, it is crucial to implement the rational use of drugs and vaccines in

the country. DGDA together with relevant stakeholders is working to ensure quality. safety and efficacy of

medicines, vaccines, medical devices etc. to protect the health of the people of the country.

It is very important that people are aware of adverse events of drugs and vaccines, how to report. where to

report as part of current pharmacovigilance system. I am very happy that DGDA updated the existing

'National Guideline on Pharmacovigilance System in Bangladesh' to reflect the current pharmacovigilance

system and practices considering the intemational requirements and country perspectives. I believe the

guideline will meet those requirements, and the regulators. stakeholders and above all people will

understand Pharmacovigilance system and be aware of the importance of it.

I would like to give my sincere thanks and gratitude to the experts who were actively involved in updating

this guideline. It will contribute a lot for ensuring medicine and patient safety.

Joy Bangla. Long live Bangladesh

l,u

Zahid Maleque, MP
Minister
Ministry of Health and Family Welfare (MoHF\Ir)

Govemment of The People's Republic of Bangladesh
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Message

I am very happy that thc 'National Guideline on Pharmacovigilance System in Bangladesh'

has been updated based on the current country contexts and international requircments.

Dircctorate General of I)mg Administration (DGDA) is the National Regulatory Authority

o1'l)rugs in Ilanglaclesh under the ministry of health and {bmily welfare (MoiIFW) and

opcrating as the National Pharmacovigilance Cenlrc (NPC). fhe Ccntre coordinates national

and intcrnational stakcholders like WIIO. the l-Ippsala Monitoring Centre, MoI]IrW,

Markcting Authorization ilolders (MAIJs), l)ircctorate Gcneral o1'Flealth Services (DG[{S),

I,ublic ilealth Programs (PF{Ps), etc. With all the relevanl stakeholders, integration ol

pharmacovigilance systcln in public health has positive impact on improvcment of health

carc systcm.

'['o cnsurc sal'ety ol'mcdioal products in the country, i1 is crucial to implement rational use

o1'clrugs and vaccines. DGDA togcthcr with all other stakeholdcrs is rryorking to cttstlrc

cluality, safet.v and eflicacy of rnedicines, vaccincs, medical devices etc.to protect public

hcalth.

'l'he updatcd National Guideline on Pharmacovigilance System scrvcs as a modei lbr

operalionalizing thc system and proviclcs a basic tiamework fbr the exccution of thc

national pharmacovigilance system in Bangladesh and its re lated activities in a

comprchcnsivc. systcms-oricnted rlanner.

I would like to cxtend my sincere thanks and gratitude to thc expcrts and those whcl wcre

activcly. involved in updating this guiclclinc. I hopc thc updatcd guiclelinc will serve thc

purposo torvards cnsuring rncdicinc and patienl sal'cty.

Dr. Md. Anwar Hossain Howlader
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MESSAGE FROM THE DIRECTOR GENERAL

I am very happy that DCDA has developed and finalized the Cood Phannacovigilance Practices (CVP)

Cuideline for Marketing Authorization Holders (MAH)"

Directorate Ceneral of Drug Adnrinistration (DCDA) is responsible for ensuring quality. saf'et1' and etlicacl

of medicines. vaccines, medical devices etc. lt has nrajor functions like marketins authorization &
registration. regulatory inspection, pharmacovigilance (PV). nrarket surveillance & control. clinical trial

oversight. Iicensing of premises, lab access. and lot release of vaccitres. DGDA is the National

Phannacovigilance Centre (NPC) of Bangladesh and is the l20th member country ol Wl{O-Uppsala

Monitoring Centre (UMC), Srveden. the gtobal platfonn for Pharmacovigilance. DGDA has access to UMC

'VigiFtorv'. Vigibase & other tools for data entry and analysis.

In-depth inforrration relatecl to phannacovigilance is required for defining the rolc of Marketirrg

Arrthorization Holders (fulAH) for creating culture ol adverse events repofiing, A lorrnal WHO Global

Ilenchrnarking Tool (GBT) assessment took place at DCDA in Juty 2021 . and one of the reconrntetrdatiorts

rvas to develop a new guideline specific tbr tlre pharmaceutical industry.

For this purpose. to ensure the sat'ety. quality & etficacy of medicines and vaccines (cxher than COVID)

DGDA formed a l7-rnernbered lvorking conrmittee having experts fronr tliftirent disciplines and

phannaceutical industry under the leadership of Professor Md. Sayedur Rahman. Chainnatt. Pharmacologl'

departnrent ol BSMMU as Chairperson. The comrniftee sat together several tinres *'ith tlre technical

assistance oiUSAlD MTaPS and developed this guideline and shared it rvith the adverse drug reactiort

advisory cornmitiee (ADRAC) on March 21.2022, lor public cortsultation deci-sion. anti therr rvith

stakeholders including Bangladesh Association of Pharmaceutical Industries (BAPI) fbr tlreir opiniorr antl

suggestion as a part of pLrblic consultation.

I express m;- sincere thanks and gratitude to the u,orking committee of this guideline. I also erpress tltv

gratinrde to the Bangladesh Association ol Pharmaceutical Industries (BAPI) and representatives

fi'om acadernia. phamtaceutical companies, Expanded Programme on lmmunization (EPI). Directorate

General of Health Services (DGHS), USAID-MTaPS, WHO and DGDA rvhose support enriched the

guideline. My thanks and gratitude to the US Agenc;- for Internatiorral Development (l.jSAID)-firnded

lvledicines. Technologies. and Pharmaceutical Services (NITaPS) progranr fbr its assistance' throttghortt

the developrnent process ofthe guideline.

ln this guideline there are eight modules fcrr the phannaceutical indrrstry and DCDA to fbllow.'fliese ale:

(leneral lnformation on Pharmacovigilance, Plrarmacovigilance Quality Management S1'stem, Individual

Case Safety Report (ICSR) Management, Risk lVlanagenrent Plan, Preparatiorr & Subrnission of []SURs.

Pharmacovigilance Svstem Maser File (PSMF). Pharmacovigilance lnspections and Miscellaneotts.

I expect that this guideline rvill help all concerned to facilitate the establishment of phannacovigiiartce set

up at industry level, regular practice ol pharmacovigilance. understanding and cotnpl)'ing.rvith legal

provision. adve rse event reporting, risk management, safety updates of individual prodtlct etc" fbr ensurirtg

patient sal-ety.

Major
Director

vll

Directorate Ceneral o1' Drug
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CHAPTER I:

National GuideLine on

The Pharmacovigilance System in Bmgladesh

PHARMACOVIGITANCE SYSTEM OF BANGLADESH

As more pharmaceutical products come on the market and more people gain access to those products, it has

become imperative for countries to monitor the safety of medicines and protect the public from

medicine-related harm. Pharrnacovigilance (PV) is the science and activities related to the detection,

assessment, understanding, and prevention of adverse effects or any other medicine-related problems.r

More recently, the definition has been expanded to ilrclude problems related to any pharmaceutical product,

including vaccines, medical devices, biologics, blood products, herbal medicines, and traditional and

complementary medicines. PV promotes public health by ensuring the safety, efficacy, and quality of

medicines and other health products.

PV was introduced in Bangladesh in 1996. However, due to a shortage of manpower and a lack of financial

support, the programme became dormant. It was revived in 2013 when the DGDA established the ADRM

Cell with technical assistance from the Systems for Improving Access to Pharmaceutical Services Program.

The MOHFW declared the ADRM Cell of the DGDA as the National Pharmacovigilance Centre (NPC) for

Bangladesh. The MOHFW also revived the ADRAC to work in conjunction with the ADRM Cell to provide

technical guidance for implementing PV activities; evaluate adverse drug event (ADE) reports; and make

recommendations for regulatory decisions to the DGDA, the country's licensing authority for drugs.

This guideline provides a basic framework for the implementation of the national PV system in Bangladesh

and its related activities in a comprehensive, systems-oriented manner and serves as a blueprint for

operationalising the system. It outlines what, why, when, where, and how to report information on the

safety, effrcacy, and quality of pharmaceuticals and other health products. It is expected that the guideline

will ensure uniformity in the execution of safety and effectiveness monitoring activities of pharmaceuticals

and other health products in Bangladesh.

A functional PV system is characterised by its structure, processes, and outcomes. To run an effective PV

system, the DGDA established a protocol for reporting adverse drug reactions (ADRs) associated with drug

use and developed a guidance document to help ensure the systematic and effective functioning of PV

activities through regular reporting of ADEs.

The objective of the National Guideline on the Pharmacovigilance System in Bangladesh is to guide health

care providers (HCPs) and other key actors in the health and pharmaceutical sectors on the operations of the

PV system. This document gives an overview of what PV is, how to detect and classifo ADRs, and the

structural organisation of the system in Bangladesh. It also describes the reporting system to the NPC and

expected outcomes. The document aims to help expand the roles and responsibilities of stakeholders in the

country's PV system to identiff, analyse, and minimise the risks associated with pharmaceutical products.

It also promotes better and broader use ofPV data for patient safety.

The document was developed to support:

o Professional staff at the NPC of Bangladesh

r ADRAC and technical subcommittee members

I \\rHO Phmacovigilance Indicators: A Practical Manual for the Assessment of Phmacovigilance Systems

01
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o Focal points of hospitals engaged with spontaneous reporting ofADEs

r National public health programmes

r DGDA staff

o HCPs (e.g., clinicians, dentists, pharmacists, nurses)

o Academics and academic institutions

o Pharmaceutical manufacturers/marketing authorisation holders (MAH$

o National regulatory authorities of other countries

A11 pharmaceutical products have potential adverse effects; however, the consequences vary in severity and

frequency, and some pose a greater health risk than others. Most information on medicines and other

pharmaceutical products is collected through preauthorisation clinical trials carried out under controlled

conditions in a sample population for a limited time period. These characteristics can result in a situation

whereby information from pre-marketing studies may not sufficiently represent real-life conditions or the

entire population for whom the product is indicated. As a result, the full scope of potential ADRs of
pharmaceutical products may not be detected until after they are authorised for use in the general

population. PV offers an opportunity for more complete information on pharmaceutical products and their

risks and effects.

PV also helps to document and avert the health risks and challenges posed by the increasing availability and

trade in substandard and falsified products, including counterfeits. Through quality surveillance ofproducts

on the market, defective, deteriorated, adulterated, or poorly manufactured pharmaceutical products can be

identified and recalled. In addition, PV aids in the identification of medical products that have lost potency

or are decomposing as a result ofinappropriate storage conditions. Once identifred, these products can be

removed from the supply system, and information about the risk they pose can be communicated to health

care professionals, patients, and the public.

PV plays an important role in identifuing medication errors so that the frequency of such errors and their

effects on patients can be reduced. PV systems collect data and monitor processes and conditions that can

facilitate or lead to medication errors. These data, once collected and analysed, can provide critical

information that is ultimately used in the education of health care professionals and the development of
effective system control measures to curb the occurrence of medication errors. PV is also used to monitor

and review the effectiveness of medications and provide evidence to support changes to treatment

protocols.

The PV prograrnme aims to prevent harm from adverse events in humans arising from the use of authorised

or unauthorised medicinal products within or outside the approved indications and promote the safe and

effective use of medicinal products, in particular by providing timely information about'the safety of
medicinal products to patients, HCPs, and the public.

The Drug Control Committee was formed according to the direction of section 4 of the Drugs (Control)

Ordinance of 1982. As per section 6, this committee is entrusted to evaluate all medicines registered in

Bangladesh to ensure safety, effrcacy, and usefulness. The PV system is one source of information that the

committee relies on to evaluate safety, efficacy, and usefulness. Pharmacovigilance has been addressed in

The National Drug Policy 2016.

t
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1.5 Vision and Mission Statement

Vision: To safeguard the health of the Bangladeshi population by ursuring that the benefits of

pharmaceutical products outweigh the risks associated with their use.

Mission: To improve patient safety and the welfare of the Bangladeshi population by monitoring the safety,

quality, and efficacy of medicines, thereby reducing the risks associated with their use.

1.6 Scope ancl Objectives of Pharmacovigilance in Bangladesh

Scope of Pharmacovigilance in Bangladesh

The PV system in Bangladesh is focused on detecting, evaluating, and preventing adverse events related to

medicines and other pharrnaceutical products by managing and mitigating the risk that such products pose

to patients. ADR reporting emphasises reporting on medication errors as well as product quality issues.

The medicines and other health products monitored by the PV system in Bangladesh include:

o Conventional (allopathic) medicines

r Vaccines

o Medical devices

o Biological

o Blood products

o Alternative medicines (e.g., Ayurvedic, Unani, herbal, homeopathic, biochemic)

Objectives of the National PV System in Bangladesh

o Monitoring and detecting medicine safety, effectiveness, and quality problems through passive and

active surveillance of adverse events

r Assessing the safety, quality, effectiveness, and risk/benefit of pharmaceutical products

r Disseminating information on the safety and appropriate use of pharmaceutical products to the public

and health care professionals to mitigate risk

o Monitoring and engaging pharmaceutical manufacturers and other suppliers in the pharmaceutical

industry to ensure that marketed drugs are of high quality and are safe for human consumption

r Develop and implement the essential components of a PV system in Bangladesh

o Enrol focal points, initially at selected medical college hospitals (tertiary leve1 public and private)

throughout the country

o Encotuage health care professionals to report ADEs associated with the use of medicines, vaccines,

medical devices, and biological products

o Collect case reports, analyse data, and conduct causality assessments

r Enrol focal points at all medical college hospitals (primary/secondaryitertiary level public and private)

throughout the country

o Set up PV centres to potentiate the PV system in the country

o Analyse data and conduct causality assessments according to intemational standards

r Generate safety signals and communicate safety issues to the public, HCPs, and other stakeholders

o Ensure regulatory actions, based on evidence, when necessary

03
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1.9 Long-terrn Goals

o Expand the PV prografirme to all hospitals (public and private) and public health progralnmes across

Bangladesh and expand the number of centres in the country

o Develop and implement an elecfonic reporting system

o Develop a spontaneous reporting culture among health care professionals

o Make ADR reporting mandatory for health care professionals

1.10 Functions of the National Pharmacovigilance System

The firnctions of the Bangladesh national PV system include:

o Promoting medicine safety in the country by collecting and managing reports of ADRs, medication

errors, and suspected substandardlfalsified products

r Collaborating and harmonising with existing ADE reporting and collection activities within the country

(e.g., national disease control programmes, MOIIFW) as well as intemational cohorts monitoring

ADEs in defined patients or populations

r Identifuing safety signals (e.g., unknown or poorly characterised adverse events) in relation to a

medicine or a combination of medicines

o Undertaking a risk assessment and developing options for risk management

o Identifring quality problems with medicines resulting in ADEs and supporting the identification of
medicine quality issues in general

r Providing effective communication on aspects of medicine safety, including prompt notification of
confirmed safety and quality problems and dispelling unfounded rumours of toxicity attributed to

medicines andl or vaccines

r Applyrng PV information for the benefit of public health programmes, individual patients, and national

medicine policies and treatment guidelines

o Developing and maintaining druS utilisation information

o Identifuing issues associated with inappropriate prescribing and dispensing of medicines

1.11 l{ational Pharmacovigilance Centre forAdverse Drug Reaction Monitoring in Bangladesh

The ADRM Cell serves as the coordinating body for the national PV system in Bangladesh and the NPC in

Bangladesh as per the declaration of the MOIIFW. It is the central point for the system's operations.

Glfrtw
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An organogram illustrating the structure of the PV deparbnent and is shown in figure 1

DIRECTORATE GENERAL OF DRUG ADMISISTRAIION
MINISTRY OF HEALIH AND FAMILY WELFARE, BANGLADESH

Organogram of Pharmacovigilance Department

Focal Point

Support Staffs

Figure 1 Pharmacovigilance Department Organogram
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o The function of the department is to act as the National Pharmacovigilance Centre, DGDA

r To supervise suspected ADE &amp; AEFI report collection, analyzing, archiving, and data management

system.

o To arrange regular meetings of different committees for report quality checking, evaluation/causality

assessmenV reviedrisk-benefit assessment, and regulatory decisions based on safety information

o To arrange training &amp; education programs for National Centre's staff and focal points of the PV

stakeholders (like MAH, Health facilities, PHP, etc.) as needed

. Approve regular visiting/inspection schedule/plan for MAH, Hospitals, PHPs & amp; other

stakeholders on Pharmacovigilance

r To conduct regular meetings with stakeholders including public and take steps to build mass awareness

o To coordinate/correlate different research programs and studies (including clinical trials) on

Pharmacovigilance

o To communicate with international stakeholders, such as WHO, Regulatory AuthorityiAgency, and

development partners.

o Developing &,amp; publishing PV newsletter/bulletin or awareness materials in a regular basis

o GPP Inspection, Licensing/registration, and Post-Marketing Surveillance.

o To receive & manage ADE and AEFI reports, arrange ADRM Cell meetings, and coordinate cell

members.

o To monitor and collect investigation reports from the committee of sub-national level.

o To monitor the archiving system of National Pharmacovigilance center.

o To prepare and execution ofannual training plan, arrange the training program

r To ensure vigilance data arc shared with regional offices and international organizations/agencies as

appropriate

o To monitor all the registers and records related to pharmacovigilance are maintaining.

o To monitor the stakeholders for the compliance with national guidelines of pharmacovigilance and to

oversee the mechanism are implemented.

o To sensitize the stakeholders for sharing safety data and ADE/AEFI data regularly with DGDA and

implementing risk communication plan.

r To Follow and Comply the Quality Management System (QMS) in every step of the Vigilance

Department.
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1.13 Job Responsibilities of ADRM Cell

The job responsibilities ofADRM Cell are as follows nfrgwe2.

Head of
ADRM Cell

Member
Secretary

Focal Point
Person

Members

IT Staff

Statistician

o Managing all key activities of ADRM Cell

e Updating and revising the standard operating procedures when needed

r Calling technical subcommittee and/oTADRAC meetings when necessary

o Arranges ADRM Cell meetings and coordinates Cell members

r In absence ofhea4 performs all activities ofhead

o Receives and manages ADE reports

o Commrmicates with report providers for collecting missing information

r Archiving and maintainingADRM Cell andADRAC documeats

o Assists focal point as necessary

o Supervises suspected ADE & AEFI report collection, analysing, archiving and data

maflagements system.

e Arranges regular meetings of different cornmittees for report quality checking,

evaluation/causality assessmenV review/risk-benefit assessment and regulatory decisions

based on safety information

r Arranges training & education programmes for National Centre's staffand focal points of
the PV stakeholders (like MAH, health facilities, public health programme (PHP) etc.) as

needed

. Approves regular visiting/inspection schedule/pian for MAH, Hospitals, PIIPs & other

stakeholders on Pharmacovigilance

o Conducts regular meetings with stakeholders including public and take steps for building

mass awareness

r Coordinates/correlates research prograrnmes and studies (including clinical trials) on PV

r Commrmicates with hternational stakeholders, such as the World Health Organization

flIIHO), regulatory authority/agency and development partners.

o Develops & publishes PV newsletter,/bulletin or awareness materials in regular basis

o ln absence of member secretary performs all hisArer activities

o GMP inspection, licensing/registration and post-marketing surveillance.

o To monitor/oversee the safefy data evaluation of clinical trial.

o Evaluate ADE reports with other members

o Search and collect drug safety information from different sources

o Assist head ofADRM Cell, focal point, and member secretary

r Along with focal point, arrange monthly hospital aad HCP visits

o Provide support for maintaining in-house data storage system

o Maintain back up data in case of emergency (e.g., fue, earthquake, flood)

r Prepare documents as necessary

r Maintain regrster for all ADE reports each year

o Provide a unique number for each ADE report

r Provide an analysis to assess the number ofADE reports per month accordhg to hospitals

and pharmaceuti cal companies

r Provide support as needed

r Perform any activity for assisting ofEcials ofthe cel1
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1.14 Adverse Drug Reaction Advisory Committee

Under the NPC in Bangladesh, ADRAC and its technical subcommittee evaluate and review ADE reports.

ADRAC is an independent body chaired by the Director General of the DGDA. It comprises clinicians;

academics from medical college hospitals; representatives of the Bangladesh Medical Association, BAPI,

and Consumer Association sf Bangladesh; and pharmaceutical experts from Bangladesh. The committee

worls in conjunction with the ADRM Cell to provide technical guidance for PV activities, evaluate ADE

reports, and make recommendations on regulatory decisions and actions by the DGDA. A technical

subcommittee was established within ADRAC in 2015 to assist in the evaluation and expert review of ADE

reports and perform causality assessments. ADRAC provides final comments and validates the

recommendations (see Annex A for ADRAC skucture).

The key responsibilities ofADRAC and its subcommittee include:

r Reviewing, evaluating, and analysing ADE reports, including serious ADE reports, and making

recommendations to the DGDA on appropriate regulatory actions and effective ways of
communicating information on medicine safety to health care professionals, MAHs, and the public

o Assessing pharmaceutical risks and making recommendations in this regard

o Making recommendations and providing advice to the DGDA and the MOHFW on the implementation

of the PV progralnme and approaches on how to promote the safe and effective use of medicines by

HCPs and the public

r Reviewing mechanisms for collecting ADEs and advising the ADRM Cell on improvement strategies

for processing them

r Assisting the ADRM Cell and the DGDA to develop and implement risk minimisation strategies to

address drug safety concerns

Continuous funding from the govemment and technical assistance from development parhrers are needed

for consistent PV activities in Bangladesh. The NPC of DGDAhas ADRAC and its technical subcommittee

and the National AEFI Advisory Committee, which has been operated with technical assistance from the

development partners. The DGDA has a frrnding provision for arranging seminar/workshops in the

Strengthening of Drug Administration and Management operational plan under the 4lh Health, Population

& Nutrition Sector Program (HPNSP). The DGDA also has a plan to arrange sustainable funding from the

regular revenue budget and has incorporated funding for routine activities of the NPC into the annual

operational plan.

Fr6cmfl$
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UNDERSTANDING ADVERSE DRUG EVENTS

2.l Adverse Drug Events

An ADE is defined as any untoward medical occurrence that may present during treatnent with a

pharmaceutical product but that does not necessarily have a causal relationship with this treatment.

Adverse events are directly related to pharmaceutical products and may be due to:

o Known or unknown pharmacological properties resulting inADRs

r Poor product quality (e.g., spurious, adulterated, misbranded, counterfeit, substandard)

o Medication errors in prescribing, preparing, administering, or taking the medicine

A serious adverse event or reaction is any unfortunate medical occlurence that at any dose:

o Results in death

r Requires inpatient hospitalisation or prolongation of existing hospitalisation

o Results in persistent or significant disability/incapacity

o Is life threatening

2.2 Advers€ Drug R.eactions

An ADR is a response to a drug that is noxious and unintended and occurs at doses normally used in humans

for prophylaxis, diagnosis, or disease lhruapy, or for the modification of physiological function.

An unexpected adverse reaction is an adverse reaction for which the nature or severity is not consistent with

domestic labelling or market authorisation or expected from characteristics of the drug. An ADR is distinct

from an ADE.

An adverse event may be caused by the use ofsubstandard or falsified products, including counterfeits that

do not meet quality standards and are therefore unsafe or ineffective. Substandard medicines are products

whose composition and ingredients do not meet the correct scientific specifications and are consequently

ineffective and often dangerous to the patient. Substandard products may occur as a result of negligence,

human errol insufficient human and financial resources, or counterfeiting.

Visible signs ofpoor product quality, which should be checked and reported, include discoloration or colour

change, separation of components, powdering/crumbling, caking, moulding, changes in smell, poor or

defective packaging, poor labelling and mislabelling, changes in physical shape, defective components, and

expiration of shelf life.

In some cases, there may not be visible evidence of poor product qualify even though a quality problem

exists and is causing an adverse event in a patient. Therefore, it is especially important that a1l suspected

quality problems are reported so that the product in question can be properly tested in the laboratory and

removed fiom the supply system if necessary.

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, procedrxes, and systems,
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including prescribing; order communication; product labelling, packaging, and nomenclature;

compounding; dispensing; diskibution; administration; education; monitoring; and use."2

Therapeutic ineffectiveness is a type of adverse event that may be related to poor treatment adherence

antimicrobial resistance product quality problems inappropriate use or a drug-drug or other interaction.

Distinguishing between the natural progression of a disease and an adverse event is challenging. When an

adverse event occurs in a patient taking a medicine or using any other pharmaceutical product, the

possibility that it is caused by the product must be considered.

The following steps can help determine whether an event is caused by a pharmaceutical product.

A) Collect complete information on the event and assess potential other causes:

o Take a proper history and try to exclude all other possible causes that could explain the event, such as

co-morbid conditions, foods, and other medicines used concomitantly that might be interacting.

o Note the time relationship between the event and the use of the medicine. Some reactions occur

immediately following the use of a medicine while others take time to develop.

r Examine the patient thoroughly and do relevant laboratory investigations. Some laboratory tests are

useful for the early detection of sub-clinical reactions; others are used to measure severity andlor

monitor patient management.

B) De-challenge and re-challenge, if justified:

o Positive de-challenge is an improvement of the reaction after discontinuation of the medicine. It is a

strong indicator of a possible association between the medicine and the adverse event. In some cases,

there may not be an alternative medicine for the one suspected to have caused the reaction.

r In such cases, when the benefit of using the medicine outweighs the risk of the reaction, it is justifiable

to try to treat the patient with the same medicine with extra precautions. This is called re-challenge.

o Positive re-challenge is a recurrence ofthe reaction that had subsided with the prior de-challenge.

C) Check the pharmacology of the medicine:

o It is important to check whether the reaction observed in the patient is known and documented on the

package insert or product monograph submitted during registration. An ADR should be considered

when there is no other sufficient explanation.

When in doubt, any suspected adverse event should be reported so that further investigation can be conducted.

When seeking to recognise an adverse event, it is important to note that patients receiving the same

medicine or treatment regimen can respond differently based on their individual characteristics. Certain

factors tend to predispose some patients to ADRs, including:

A) Age and gender: The elderly and the very young are more susceptible to ADRs, and gender also has an

effect. Medicines that commonly cause problems in the elderly include hypnotics, diuretics, nonsteroidal

anti-inflammatory medicines, antihlpertensives, psychotropics, and digoxin. A11 children, and particularly

neonates, differ from adults in the way they respond to medicines. Some medicines are likely to cause

problems in neonates but are generally tolerated in children.

2 National Coordinating Council for Medication Error Reporting and Prevention O{CC MERP). Available at: httP://www.nccmetp.org,/consumer-
infomation
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B) Concurrent illness: In addition to the condition being treated, the patient may also suffer from another

disease, such as kidney, liver, or heart disease. Special precautions are necessary to prevent ADRs when

patients have such concurrent illnesses.

C) Medicine interactions: Medicine interactions are among the most cofirmon causes of adverse effects.

When two or more medicines are administered to a patient, they may either act independently or interact

with one another. The interaction may increase or decrease the effects of the medicines and may cause

unexpected toxicity. As newer and more potent medicines become available, the number of serious

medicine interactions is likely to increase. Interactions may occru between medicines when:

o Medicines compete for the same receptor or act on the same physiological system.

o One medicine alters the absorption, distribution, or elimination of another medicine so that the amount

that reaches the site ofaction changes.

o A medicine-induced disease or a change in fluid or electrolyte balance (physiologic change) indirectly

alters the response to another medicine.

D) Other chemical interactions: Interactions may also involve nonmedicinal chemical agents, social drugs

such as alcohol, traditional remedies, and certain foods.

E) Genetics: It is well known that the genetic make-up of individual patients may predispose them to

ADRs.

2.8 Pharmaceutical Product Inforrnation
The PV system uses multiple sources of inforrnation on the safety of medicines and other pharrnaceutical

products to detect investigate matflge and prevent adverse events and mitigate risls. These include:

o Spontaneous reporting of adverse events by HCPs and community pharmacists

r Stimulated reporting of adverse events

o Pre-marketing studies in humans and clinical trials

r Pre-clinical studies

r Active surveillance

r Medical literature including pharmacy journals

r Alerts from other regulatory agencies and WHO

o Academia

o Post-marketing surveillance

r The Bangladesh National Formulary

r WHO newsletters

e DGDAwebsite

Gs[6II[$r
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ROTES AND RESPONSIBILITIES OF STAKEHOLDERS

IN THE NATIONAT PHARMACOVIGILANCE SYSTEM

3.1 Stakeholders

o MOIIFW

o DGDA

r DGHS

r Directorate General of Family Planning

o Directorate General of Nursing and Midwifery

o Directorate General of Medical Education

r PIIPs under different ministries in Bangladesh

o MAHs/pharmaceutical companies

r Nongovernmental organisations

o WHo-Uppsala Monitoring Centre (UMC)

o HCPs (e.g., doctors, pharmacists, mrses) and professional associations

r Retailers/community pharrnacists/pharmacist assistants

o Patients/consumers

o Media

r PV centres of other countries

Ministry of Heulth und Family Welfore

o Formulate the policies and clinical guidance regarding PV and drug safety in conjunction with the NPC

r Allocate funding to perform PV activities effectively and when needed, communicate with development

parhers for stable soluces of funding

o Ensure the implementation and roll out of PV activities across the country

o Encourage the relevant department/organisation for PV.

Directorute Genersl of Drug Administration

o Receive and review reports fromADRAC and the ADRM Cell

r Maintain confidentiality of the reports

o Make regulatory decisions based on the recommendations from ADRAC and the ADRM Cell

o Communicate regulatory decisions to the MAH and all other relevant bodies through official letters and

other means of communication

o Communicate ADRs, medicine safety information, and regulatory decisions to patients and consumers,

health care workers, public health prograilrmes, and relevant directorates within the MOHFW rapidly

and systematically

o Coordinate with other health-related departments and institutions

r Take advice and guidance from the MOIIFW with respect to ADE activities

o Collaborate with academic institutions and other countries' PV centres

r Collaborate with WHO-UMC

o Ensure funding from the MOHFW and other organisations (e.g., USAID, European Union, WHO)
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Directorate General of Health Services

o Help to ensure the implementation and roll out of PV activities across the country in collaboration with the NPC

o Promote ADE reporting among HCPs and provide training as appropriate

r Communicate active surveillance priorities to the ADRM Cell

A11health facilities (hospitals and clinics) and PHPs will conduct pharmacovigilance activities by forming

a pharmacovigilance team consisting of a focal person and member(s). The team will coordinate within

their facility/organisation to collect any suspected adverse event(s) for prescribing drugs, vaccines, and

medical devices and send report to the DGDA through emaiVonline,/hard copy. The team can prepare a

procedure / protocol for conducting pharmacovigilance in their organisation. DGDA will visit the health

facilities and PHPs time to time to monitor the pharmacovigilance activity and to provide necessary

guidance in this regard.

Public Health Programmes including Expanded Programme on Immunization (EPI)

o Conduct PV activities by forrning a PV team consisting of a focal person and member(s). The team will

coordinate within their facility/organisation to collect any suspected adverse event(s) for prescribing

drugs, vaccines, and medical devices and send report to the DGDA through emaiVonlinelhard copy. The

team will follow their own procedure, protocol and/or gidelines for conducting pharmacovigilance in

their organisation. DGDA will visit PHPs periodically to monitor pharmacovigilance activities and to

provide necessary guidance in this regard.

o Collaborate and coordinate closely with the ADRM Cell/NPC on PV activities

o Establish a letter of agreement/memorandum of understanding with the ADRM Cell with respect to the

collection and processing of ADE reports generated and collecled through the programme

o Ensure that all ADE reporting forms are submitted to the ADRM Cell

r Set research priorities for active surveillance studies based on the products used in their programmes

and specific safety concems

o Train health workers in the appropriate use of the pharmaceutical products in their programmes'

treatment guidelines and adverse event reporting

Pharmuceutical Munufacturers snd Msrketing Authorisation Holders

o Conduct PV activities following Good Pharmacovigilance Practices (GVP) gidelinces.

IYHO-UMC

o Receive and store ADE/AEFI reports from the ADRM Cell in VigiBase

o Provide support as per their own regulation.

o Provide tools, trainings, and access to information systems to enable the ADRM Cell to search the

global WHO database

r Monitor signals from the global WHO database (a signal refers to reported information on a possible

causal relationship between an adverse event and a drug when the relationship is unknown, or

documentation is incomplete)

o Communicate signal analyses to the DGDA and conduct a clinical review of the expert analyses

o Facilitate communication among countries

r Develop and maintain WHO Adverse Reaction Terminology and the use of the Medical Dictionary for

Regulatory Activities within WHO-UMC to train ADRM Cell staff

o Provide regular feedback and specific services on request

l3
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N o n g ov ernm ental o r g anis ati o n s

o Promote the pharmacovigilance system throughout the country with DGDA

Other stakeholders

The effectiveness of the national PV system depends on the participation of all actors within the system and

their fulfilment of the following roles and responsibilities:

Patients/Consumers

. Report any adverse event that may be associated with the use of pharmaceutical products immediately

to their health care provider or directly to the ADRM Cell using the standard ADE reporting form

Health Care Workers

o Detect and appropriately manage adverse events associated with the use of medicines

o Document and immediately report all serious and non-serious suspected adverse events, including

unknown or unexpected ADRs, unexpected therapeutic effects, all suspected drug interactions, product

quality problems, keatment failures, and medication errors

o Advise patients on drug interactions and possible ADRs

o Prevent the occurrence of medication errors and other avoidable adverse events by using medicines

rationaily

RetaiUCommunitv Pharmacists and Pharmacist Assistants

o Fill out an ADE reporting form when patients/consumers report a suspected adverse event

r Immediately report any suspectedADRs, drug interactions, unusual effects, or product quality concems

to the ADRM Cell by submitting the ADE notification form per the standard reporting procedures

o Advise patients on possible ADRs and drug interactions at the time of dispensing based on the most

current information available

PV Focal Points at Health Care Facilities (Government and Private)/Public Health Programmes

r Train health care professionals within their respective hospitals on how to recognise and report on

adverse events

o Collect all adverse event notification forms from health care professionals in the facility and ensure that

these are frlled out accurately and completely

o Submit ADE reports to the ADRM Cell as per the standard reporting procedure

o Ensure that al1 ADE repofts are kept confidential and that the identities of patients and reporters and the

trade names of the suspected drug are not disclosed

e Take corrective action, as appropriate, in consultation with facility authorities

o Implement recommendations from the DGDA to mitigate risk and prevent adverse events

r Promote rational use of medicines and other health products
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METHODS OF PHARMACOVIGITANCE IN BANGTADESH

Pussive Surveillance

Passive surveillance is the most common method used in PV. It covers the entire population and monitors

any adverse events that occur in patients. Although it is one of the easiest methods to implement, its

weaknesses include a healy reliance on voluntary or spontaneous reporting, which may not generate a large

volume of reports on a specific product or accurate and complete reports. It also provides limited

opportunity for comparisons in terms of the target and subject of the surveillance. It does, however, generate

signals or alerts that active surveillance can use for further investigations.

Active Surveillance

Active surveillance uses pharmacoepidemiological methods to overcome the limitations of passive

surveillance. Based on the signals/alerts generated by passive surveillance, it can be used to identiff the

focus of surveillance and apply a more rigorous and appropriate methodology to allow causality assessment

of the adverse event. Its main weaknesses are its high cost and the limited number of persons it can cover.

Surveillance Programme by Pharmaceuticul Industries/folarketing Authorisation Holders

Once a product is registered and authorised to be on the market, MAHs are requested to continue to monitor

the safety of their product through post-marketing surveillance. This surveillance combines the passive and

active surveillance methods. Preapproval of post-marketing surveillance studies should be considered to

ensure transparency in the study and avoid potential conflicts of interest. MAHs should share all relevant

information with the DGDdADRM Cell when it becomes available.

Passive surveillance is the primary method used in Bangladesh. Spontaneous reporting, as the main

mechanism for passive surveillance, is used to generate signals/alerts of adverse events, which can then be

investigated further.

Spontaneous reporting is based on the submission of unsolicited adverse event reports to the ADRM Cell

by health care professionals as well as patients and consumers when an adverse event or product quality

issue is suspected. It is useful for identifying safety signals ofrare adverse reactions, generating hypotheses,

and providing critical information that helps characterise patients who are at risk of an adverse event-related

use of a specific medicine. It also can provide information on real life experience with a medicine that goes

beyond the data obtained from clinical trials.

Spontaneous reports can be used to report both known and unknown or undocumented adverse events,

whether they are deemed serious or not. These events could be the consequence of product quality problems

(including medical devices), medication effors, drug interactions, or therapeutic ineffectiveness even if
there is no obvious relationship between the event and the suspected product. It is important to send

spontaneous reports to the ADRM Cell promptly.

Spontaneous reports should also be submitted when a product quality concem is identified on the basis of

visual inspection of a product, even if no adverse event has been detected in a patient who has used the

product. This is a routine and cost-effective way to monitor product quality. The information on suspected

product quality problems is submitted to the ADRM Cell for monitoring safety and is also passed along to

other deparlments within the DGDA so that appropriate actions can be taken with respect to registration.

inspection, and quality conkol (laboratory) testing
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4.3 Benelits to Health Care Professionals, Patients, and the Public of
Spontaneous Reporting
HCPs, patients, and the public benefit from reporting through:

o knproved qualrty ofcare offered to patients

o Reduced medicine-related problems and better treatmert outcomes

o Improved patient confidence in professional practice and potential for increased use ofprofessional

health care services

r Improved knowledge

o Access to information on medicine-related problems reported within the country and intemationally

o Satisfaction in fulfilling a moral andprofessional obligation

The submission of spontaneous reports of suspected adverse events should be guided by:

o Prompt reporting

o Immediately reporting any suspectedADR

o Accuracy and completeness

o Completing each notification form accurately and legibly and including as much information as can be

collected about the patient, the event, and the product. All of the information requested on the form is

important for the causality assessment.

o The minimum information required is:

o Patient identification

o Suspected adverse event information

o Product information

o Contact information for the reporter

Note that all reporting information is confidential. The name, designation, age, gendeq and addresses of
both the patient and the physician will not be disclosed.

In some cases, for example, if it is considered an emergency situation or forms are not readily available, a

reportff can also contact theADRM Cel1 directly by phone or ernail to inform them about an adverse event.

The ADRM Cell will then complete a notification form on the reporter's behalf. Reporters are encouraged

to have available all information on the adverse event when they contact the ADRM Cell.

4.4 Protection of Health Care Professionals Who Report Adverse Events

Reporting an adverse event does not necessarily mean that the health care professional who prescribed or

dispensed the medicine or who is treating the patient for the adverse event has conkibuted to or caused the

event.

The personal identification information given in the notification form is strictly confidential. The

information obtained from reports will not be used for commercial purposes. It is intended to protect

patients and improve the rational use of pharmaceutical products.

t5

Gqrtlps



National Guideline on

The Pharmacovigilmce System in Bangladesh

REPORTING INSTRUCTIONS FOR ADVERSE DRUG REACTIONS

5.1 Suspected Adverse Event Reporting Form
See Annex B.

5.2 Who Can Report?
Spontaneous reports can be completed by:

r A11 health care professionals, including doctors, nurses, and pharmacists

r Community health workers
r Patients, consumers, and the general public

5.3 Where and How to Report?
o Patients should report any unexpected deterioration in physical, chemical, or neurological status

following the use of a medicine or other health product and any quality concerns about a product to an

HCP at a health facility. The provider or facility can properly examine the product, collect all relevant

information, and take appropriate action to ensure the patient's safety and well-being.

tlf apatiett/consumer does not have immediate access to an HCP or faciliry he or she can report to a

community health worker or directly to the ADRM Cell.

r HCPs should filI out the adverse event notification form for any suspected adverse event or suspected

product quality issue and submit it to the PV focal point at their facility.

r If a facility does not hx,e a designated PV focal point or other appointee to receive ADE forms, the

HCPs at thatfacility can report directly to the ADRM Cel1.

r PV focal points should collect and collate all notification fomrs and submit the forms to theADRM Cell.

r ADE reports can be submitted to the ADRM cell by email, mail, or fax. In emergency cases and when

forms are not available, rqrorts can also be made to the ADRM Cell by phone.

5"4 What to Report?
All suspected adverse events and related information (as indicated in the notification form)

should be reported through the appropriate channels.

Suspected adverse events include all events related to:

r Arlfu6Bpl (serious and non-serious)

o Product quality

o Medication errors

Suspected product quality issues, which may or may not have resulted in an observable or reported adverse

event include all products that show signs of:

r Discoloration or colour change

o Separation of components

o Powdering/crumbling
r Caking

o Moulding
r Changes in smell

r Poorpackaging
o Poor labelling or mislabelling
o Suspected contamination

r Questionable stability
r Defective components

o Expired shelf life
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Serious adverse events (those that result in death, life-threatening conditions, disability, congenital

anomaly, hospitalisation, or modification of therapy due to toxicity) should be reported to the ADRM Cell

or PV focal point where available as soon as they occur or when the reportff is notifred of them. When

those reports are sent to a PV focal point, that person is requested to transmit them to the ADRM Ce1l

without delay. The reporting form for serious adverse events must be filled out and sent to the ADRM Ce11

within 15 calender days.

Non-serious adverse event reports should be submitted to the ADRM Cell no later than 30 calender days

after they were reported to the health facility.

Poor product quality issues should be reported as soon as possible, following the same scheme as that for

adverse events.

1..'

When the ADRM Cell receives an adverse event report, the report is processed according to the following

steps and figure 3 illustrates the process:

1. The form is assigned with a unique identification number.

2. Tlne form is reviewed to ensure that all necessary information is included; if any information is

incomplete, the ADRM Cell communicates with the report sender directly to obtain the missing

information.

3. The ADRM Cell evaluates and investigates serious adverse events (e.g., death) and prepares a case

history as soon as possible. It is then sent to ADRAC for review and assessment.

4. The reports are analysed by ADRAC quarterly, and the causality assessment method is employed for

each case. The recommendation is then documented in a standard ADE follow-up fomr.

Online Reporting by different vaccination

center, Heath facilities & others

Investigation of Seriow AEFI by DistricVCity

AEFI Committee for CO\rID-l9

MoHFWother stakeholders Regulatory Actions WHO-UMC YigiFlow
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ADRs

The reports are analysed using the WHO methods and classification system to determine causality between

the drug and the adverse event that occurred and determine whether it is an ADR.

Suspected Medication Ewors

ADRAC will use the US National Coordinating Council for Medication Error Reporting and Prevention

Index to categorise medication erors. ln addition, the ADRM Cell should monitor the reports and assess the

root causes of the problem to identiff opporhrnities to improve medicine use and patient care.

Poor Quality Medicines

The reports should be analysed by ADRAC and by a team that includes representatives of the

DGDA inspection unit, product registration staff, and quality control laboratory.

The reviewed reports and resulting recommendation should then be entered into the WHO VigiFlow

database, which is the Bangladesh national database for adverse event management. This database enables

the ADRM Cell to keep track of all adverse event reports nationwide.

The information and recommendations obtained from these analysed reports are submitted to the DGDA to

take necessary regulatory action. The ADRM Cell presents the recommendationsianalyses of the reports to

the Drug Control Committee of the MOHFW as supporting data for any recommendation for

withdrawaUsuspension or to impose a warning.

Confirmed adverse events may result in the following actions:

o Additional investigations into the use of the product in Bangladesh

o Changes to the package and product information

e Changes in the recommended use of the pharmaceutical product

r Educational initiatives to improve the safe use of the product

o Other regulatory and health promotion interventions that may be warranted, including product

withdrawaUrecall/suspension from market

The outcome of the notified adverse event will also be communicated directly to the HCP who reported the

case. In addition, the DGDA should communicate any potential risk to the public and health care facilities

through the media, newsletters, and other channels.

Immunisation is one of the most effective public health interventions to protect individuals and the public

from vaccine-preventive diseases and has saved millions of lives. Modern vaccines are safe and effectively

protect individuals and public. However, vaccines like other medicinal products, are not free from

occasional adverse reactions.

An adverse event following immunisation (AEFI) can range from mild to rare and serious. Vaccines rarely

cause serious adverse reactions, and common reactions are minor and self- limited. In the majority of
serious cases, these are merely coincidental and have no relationship to the vaccine. In others, they are

caused by an error in transportation, storage, preparation, or administration ofthe vaccine.
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Following is the process flow ofAE reporting and monitoring system,

Regulatory actions and foIlow up

by DGDA

Signal Detection byADRM cell

Disseminate the information to the

MoHFWstake holders

Figure 4: Process flow of AE reporting and monitoring system

Investigation if required
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SIGNAL DETECTION AND EVATUATION

The detection and clinical assessment of signals is an important domain of PV. More than one report is

generally required to generate a signal, depending upon the seriousness ofthe event and the quality ofthe

information. ln a broader approach, a sigrral is an alert from any available data source that a drug may be

associated with a previously unrecognised hazard or that a known hazard may be quantitatively (more

frequent) or qualitatively (more serious) differ from existing knowledge. A signal does not imply causation.

It can provide preliminary information only for postulating a hypothesis and not for testing it. Analysis of

the national PV database can be used for signal detection to be reviewed by the Signal Review Panel to

deterrnine any conclusions and make decisions on that report. In the context of spontaneous ADR reporting,

a signal is normally a series of cases of similar suspected ADRs reported in relation to a particular drug.

Generally, a minimum of tbree cases is needed.

Various methods have been used to detect signals using spontaneous reporting data. Based on different

statistical methodologies-either the Bayesian or Frequentist approach-the basic concept behind these

methods is measruement of disproportionality that determines to what extent the number of observed cases

differs from the number of expected cases. When all drugs are considered together, large ADR databases

tend to have fairly stable proportions of particular reactions over time. A proportion is used as a baseline for

comparison to determine what would be expected if there was no signal.

WHO-UMC uses the Bayesian Confidence Propagation Neural Network, while the US Food and Drug

Administration uses the Multi-item Gamma Poisson Shrinker methodology. Other disproportionality

analysis methods, such as Reporting Odds Ratio and Proportional Reporting Ratio are employed by some

national reporting centres and drug safety research units.

In the Bayesian Confidence Propagation Neural Network methodology, computation of the information

component is based on prior and posterior probabilities. According to WHO-UMC, the inforrnation

component measures the disproportionality in the reporting of a drug-ADR pair in an individual case safety

report (ICSR) database, relative to the reporting expected based on the overall reporting of the drug and the

ADR. Positive information component values indicate higher reporting than expected. However, a review

of signals generated with this methodology must be analysed by clinicians and drug safety experts before a

conclusion can be reached. The ADRM cell identifies signals, and the TSC & ADRAC reviews signals.
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RISK MANAGEMENT AND COMMUNICATION

7.1 Risk Management

Risk management is the identifrcation, assessment, and prioritisation of risks associated with the use of a

pharmaceutical product followed by the coordinated and economical application of resources to minimise,

monitor, and control the probability and impact of adverse events.

Risk management has three inter-related stages:

r Characterising the safety profile of the medicinal product, including what is known or not known

o Planning PV activities to characterise and identifr new risks and increase knowledge about the safety

profile of the medicinal product

o Planning and implementing risk minimisation and mitigation activities and assessing the effectiveness

of these activities

The overall aim of risk management is to ensure that the benefits of a particular medicinal product exceed

the risks by the greatest achievable margin for the individual patient and for the target population as a

whole.

The ADRM Cell, ADRAC, and DGDA are responsible for developing and implementing risk minimisation

shategies based on the information they receive from a1l available sources, including spontaneous

reporting, active surveillance, MAH post-marketing surveillance, and other regulatory authorities and

international bodies (e.g., WHO-UMC), on confirmed or potential risks related to the use of certain

products. The implementation of these strategies protects the population from harm due to use of unsafe,

ineffective, or poor-quality products.

For details, refer to Good Pharmacovigilance Practices (GVP) guidelines.

BenefiVrisk assessment is an important part of the approval process for registering pharmaceutical products

and is a factor in the review process for registration in Bangladesh. However, risks that are identified after

authorisation through PV activities, including unintended or misuse of products, may alter the original

benefit/risk assessment and require another assessment to determine whether the benefits of a product sti11

outweigh the risks.

Based on the incidence of adverse events following the use of a product in Bangladesh and other

information available on the product from outside sources, ADRAC and the ADRM Cell may re- assess

whether the benefits of the product outweigh the risks given current risk mitigation strategies.

Risk management plans, which outline a set of activities designed to identifu, characterise, prevent, or

minimise risk related to a product, assess the effectiveness of those interventions and communicate risk

information to HCPs and patients. They may be developed and implemented for medicines that have

serious conf,rrmed or potential risks, as determined by the ADRM Ce11. Public health programmes may

develop risk management plans for specific, high-risk products in use in their programmes and are

requested to share those plans and their outcomes with the ADRM Cell.
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Activities and strategies in the risk management plan may include (not limited to):

o Distributing educational materials on the product's safety and use (such as a medication guide for

patients and prescribing and dispensing guides/checklists for physicians and pharmacists)

o Distributing a cornmunication guide for HCPs

o Implementing special training programmes or certifications for health care professionals

o Reskicting the use of the medicine in certain settings (such as dispensing the medicine only in hospitals)

For details, refer to Good Pharmacovigilance Practices (GVP) guidelines'

If ADRAC determines through its benefit/risk assessment that a product is not safe because the risk it poses

to patients outweighs the benefits, and the risk cannot be sufficiently mitigated, the committee may

recommend to the DGDA that the product be recalled or withdrawn from the market. In such cases, the

DGDAwill share the decision with the Drug Control Committee, and standard procedures will be followed

to remove the product from circulation.

The ADRM Cell and the DGDA are responsible for communicating information on the safety of medicines

and other pharmaceutical products to health care workers and consumers on a regular basis, as well as on

an emergency basis when serious risks arise. When anADR signal is generated, the ADRM Cell is expected

to communicate this to health care workers and consumers within three weeks and ensure that any required

changes to product information, such as labelling, packaging, and package inserts, are made.

The following types of materials are issued by the DGDA via the ADRM Cell, as appropriate:

o Medicine safety alerts when serious or previously unknown safety concerns or information emerges;

these may come in the form of a "Dear Health Care Provider" notification

r Medicine bulletins and semi-annual newsletters

o The Bangladesh National Drug Formulary is revised and updated to reflect new information on

medicines, including indications, risks, and recommended use, every two to three years

o The registry of approved pharmaceutical products on the market should be revised and updated as soon

as possible afler apreviously registered product is recalled or withdrawn

o A11 alerts, bulletins/newsletters, and lists are available on the DGDA s website (www.dgda.gov.bd) and

in hard copy upon request.

The ADRM Cell may also implement public or community education activities to widely distribute new or

important information on pharmaceutical products if situations arise that warrant such activities. In addition

to actively distributing important information on medicines and medicinal products to mitigate risk and

promote appropriate use, the ADRM Cell is responsible for responding to individual requests for

information that it receives from health care workers and consumers.

MAHs for pharmaceutical products in Bangladesh are strongly encouraged to conduct post- marketing

surveillance activities and to notiff the ADRM Cell of adverse events, particularly serious adverse events,

and other product quality issues that come to their attention about their licensed product(s) in Bangladesh.

Reports should be submitted with greater frequency during the first two years following authorisation

because less is known about the safety of newer products on the market.
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It is recommended that MAHs follow international standards for serious adverse event notiflcation and

report such events to the ADRM Cell within 15 days. MAHs are also requested to provide the ADRM Cell

with any additional information related to suspected serious adverse events that is needed for the purposes

of causality assessment and the evaluation of benefits and risks associated with their product.

Based on intemational standards, manufacturers that are supplying medicines in Bangladesh, both national

and multinational, are generally encouraged to have PV structures, systems, and activities in place,

including:

o A PV unit and./or designated staffperson responsible for PV activities

r PV guideline, protocol standard operating procedures, and reporting forms

o Ongoing post-marketing surveillance activities including post-marketing safety studies and risk

minimisation activities for high-risk medicines and products with unresolved safety profiles

r Risk management plans (RMP)

r Periodic safety update reports (PSUR)

r A quality monitoring system that includes audits and inspections

In all matters of PV, MAHs are expected to follow the Good Pharmacovigilance Practices (GVP) gidelines

and comply with the regulatory decisions of the DGDA that pertain to their products and to take appropriate

action.

The DGDA regulates promotion and advertising. MAHs are expected to maintain complete and accurate

information on their licensed products in Bangladesh and to update it as necessary. MAHs should also

comply with good ethical practices and emerging regulations surrounding the promotion and advertising of
their products in Bangladesh. Post-marketing surveillance studies related to registered products should be

pre-approved by the DGDA and clearly separated from any promotional activities.

Communicating safety information to patients and health care professionals is a public health responsibility

and is essential for achieving the objectives of PV in terms of promoting the rational, safe, and effective use

of medicine; preventing harm from adverse reactions; and contributing to the protection of public health.

Communication in a PV programme improves patient care and understanding and promotes transparency

and accountability. All communications with WHO-UMC will be managed by the NPC, which is also

responsible for publishing/communicating any findings from the database to media outlets. Other

stakeholders are required to get prior approval from the NPC to pubhsh/communicate any data or

information related to the PV programme.

Modes of communications used in the PV programme include:

Media: This includes press releases and press briefings primarily intended for joumalists, who will then

relay the information to the public. The head of the ADRM Cell or a designated person is the only person

authorised to correspond with the media about the PV programme.
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Websites: A website is a key tool of communication to reach all stakeholders, including patients and health

professionals. The ADRM Cell and DGDA should ensure that all important safety information is available

on the websites under their control.

Newsletters: To communicate the findings and regulatory status of medicine in Bangladesh as well as

globally to stakeholders, the ADRM Cell publishes the quarterly Pharmacovigilance Newsletter. The

newsletter is for everyone conceored with the issues of PV and provides practical information and advice

on drug safety and information about emerging safety issues"

The ADRM Cell is responsible for publishing guidance documents to promote drug safety and working

with other directorates, units, and prograrnmes within the MOHFW to incorporate drug safety information

into their guidance documents.
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CAPACITY BUITDING

The ADRM Cell is responsible for building the capacity of all contributors to the PV system in Bangladesh,

including the designated focal points at health care facilities, pharmaceutical companies who are

responsible for promoting and managing ADE reporting at their sites, and health care professionals who are

responsible for reporting. Trainings and workshops are provided to ensure that stakeholders understand

adverse event monitoring, identification, management, and reporting. Once trained, the focal persons at

health facilities are responsible for providing periodic training for health care professionals at their sites.

Stakeholders need to have confidence and be motivated to report so they can assist the DGDA in its PV

mission. Common concems and barriers to reporting by health care personnel are addressed through

capacity building activities. In addition, ongoing clinical guidance to recognise adverse reactions is

required. By providing continuous training and consistent communication, HCPs can contribute more

effectively to the identification ofADEs, the generation of safety signals, the mitigation of medicine-related

risks, and the protection ofpatient safety.

The ADRM Cell routinely coordinates capacity-building activities at national and subnational facilities

such as hospitals including face-to-face meetings with the physicians, pharmacists, nurses, and other staff
to create awareness of ADE reporting procedures. These meetings also ensure the quality of reporting to

make the system more efficient.

The BangladeshNational PV Guideline helps equip contributors across the health care delivery system with
the necessary skills, knowledge, and attitudes that will enable them to effectively identifu, assess, and report

ADEs and take appropriate actions to improve medicine safety.

The DGDA and the ADRM Cell provide materials containing critical information to health care

professionals, patients/consumers, drug sellers, and manufacturers. These materials on medicine use and

safety help people understand the importance of PV and adverse event reporting. Posters, pamphlets,

electronic billboards, and radio and television campaigns are some of the ways that the ADRM Cell

communicates critical messages and spreads awareness.

Csfmq",r
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TOOTS FOR PHARMACOVIGITANCE

PV activities involve the use of several validated tools to generate and analyse data to guide decisions. In

an effort to standardise all PV and medicine information system processes in Bangladesh, the tools in the

sections that follow have been developed and adopted for key activities of the ADRM Cell. These tools can

be revised as needed.

The Suspected Adverse Event Reporting Form is the offrcial tool for reporting all types of adverse events

in Bangladesh, including ADRs, product quality problems, and medication effors (Annex B).

Causality assessment is the evaluation of the likelihood that a medicine was the causative agent of an

observed adverse event.

An inherent problem in PV is that most case reports concem suspected ADRs. Adverse reactions ate rarely

specific to the drug, specific diagnostic tests for ADRs are usually absent, and a re- challenge is rarely

justified ethically. In practice, few adverse reactions are certain or unlikely; most are somewhere in between

these extremes. In an attempt to solve this problem, many systems have been developed for a structured and

harmonised assessment of causality, but none of these systems have been shown to produce a precise and

reliable quantitative estimation of the relationship. Nevertheless, a causality assessment has become a

coulmon routine procedure in PV.

ADRAC and its subcommittee are primarily responsible for performing causality assessments of reports,

which will be stored at the ADRM Ce11 for future activities.

Causality in a report is assessed by using the WHO Causality Assessment Scale, which is a structured tool

for determining the likelihood of a causal relationship between drug exposure and adverse events. The four

mail considerations incorporated in the scale are:

o The association in time between drug administration and event

r Pharmacology, including current knowledge ofthe nature and frequency of adverse reactions

r Medical or pharmacological plausibility, such as signs and symptoms, laboratory tests, pathological

findings, or mechanisms

o Likelihood or exclusion of other causes

Thus, with a causality assessment, we can assess various levels of certainty as to whether a suspected drug

has indeed caused a specific ADR.

After adverse event reports are received, the ADRM Cell works closely with ADRAC to determine

causality between the reported event and the drug products the patient or consumer has been exposed to

(Annex C).
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NATIONAT PHARMACOVIGILANCE CENTER AND
WHO.UMC COLLABORATION

To participate in the WHO Programme for Intemational Drug Monitoring, the NPC collaborates with
WHO-UMC. The following software tools are provided by WHO-UMC to achieve the objectives of the PV
progmmme in a more efficient way.

VigiFlow is web-based ICSR management system that is designed for use in national PV centres in the

WHO Programme for International Drug Monitoring. VigiFlow is based on and is compliant with the ICH

E2B standard and is a trademark of the UMC and maintained by the UMC in Uppsala, Sweden. It is a
simple, fast, and secures web-based solutions that improve all aspects ofADR reporting. ICSR data can be

manually entered into VigiFlow with support from the latest versions of terminologies, such as WHO-DD,
WHO-ART, and MedDRA. Once a report is complete and committed, the first version of the ICSR is

generated and automatically saved in VigiBase (the WHO global ICSR database). It is easy to retrieve

reports to amend the content or add follow-up information.

VigiBase is the WHO global ICSR database and consists of reports of adverse reactions submitted by

member countries since 1968. The VigiBase data resource is the largest and most comprehensive in the

world, and it is developed and maintained by the UMC on behalf of WHO. VigiBase includes linked

databases (WHO-ARTA4edDRA, WHO lCD, and WHO-DD) that contain medical and drug classifications.

It is a computerised PV system in which information is recorded in a structured, hierarchical form to allow

for easy and flexible data retrieval and analysis. Its purpose is to provide evidence from which potential

medicine safety hazards may be detected.

VigiSearch is a powerful search tool that provides access to all case reports in VigiBase. VigiSearch a11ows

for report searching across multiple drugs and ADRs simultaneously and incorporates a range of filters.

Drugs can be searched on a generic substance level or by a specific kade name. VigiSearch also supports

browsing the AIC (Anatomical Therapeutic Chemical) structure. The results can be accessed on an

overview level and viewed from a number of aspects (e.g., country year, reaction term) or at the level of
individual case report. For members of the WHO progralnme, VigiSearch enables an international

comparison of national spontaneous reporting data and gives access to ADR information on drugs not yet

on the national market.

VigiMine was launched in 2008 as a new component of VigiSearch. VigiMine gives access to statistical

data on all drug-ADR pairs reported to VigiBase. VigiMine allows results to be filtered based on a number

of statistical criteria and stratified by age, gender, country, and year of reporting. VigiMine also shows the

change in the statistical values over time.

VigiMine data can be compared with statistics in a national database and are also an independent aid in the

detection ofnew signals ofdrug safety issues.

VigiMed is a web-based forum for those working at national centres in the WHO prograrnme to have easy

access to safety concerns in other countries, check regulatory status, and expedite the sharing of drug

information. VigiMed is part of the LIMC collaboration portal.
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YigiLyze is a powerful search and analysis tool that provides access to more than eight million ICSRs from

more than 100 countries in VigiBase. YigiLyze includes data on conventional medicines, traditional

medicines, and biological medicines, including vaccines. Yigi-yze can provide a global, regional, or

national view of an ADR to identiff or monitor intemational patient safety data. It can be useful to find

supporting evidence while assessing Bangladeshi case reports or to see how Bangladeshi data support

global PV. Mgilyze enables international comparisons with national spontaneous reporting data and gives

access to ADR information on drugs that are not yet on the national market. Results fromYigiLyze are

instantly available as graphics and in tabular format.

cs(Esqd

a

29



L

\ Lr

National Guideline on

The Pharrnacovigilance System in Bangladesh

MONITORING AND EVATUATION

The effectiveness of the national PV system and all related activities need to be continually assessed

through an established monitoring and evaluation strategy. The ADRM Cell has selected key performance

indicators to regularly calculate, analyse, and evaluate reports and use them to improve the system and

ensure patient safety.

The selected indicators include the following:

Indicators of pharmacovigilance for drugs and vaccines (other than COVID-l9 vaccines)3

1. Total number of ADE and AEFI reports received in the previous calendar year (also expressed as

number ofADRs/AEFIs per million population). Target: not less than previous year

2. Percentage of selected registered pharmaceutical companies having a functional pharmacovigilance

system

3. Percentage of selected health-care facilities with a functional pharmacovigilance unit
4. Percentage of total annual reports satisfactorily completed and submitted to the national PV centre

in the previous calendar year

5. Percentage of total reports subjected to causality assessment in the previous calendar year;

percentage ofADR reports shared with WHO-LIMC database

6. Number of inspections to monitor the active surveillance activities initiated, ongoing, or completed

during the previous calendar year

7. Percentage of total reports sent by different stakeholders/sources (e.g., manufacturers, hospitals,

PlIPs, etc.) in the previous year

8. Number of planned meetings (including coordination/advocacy) conducted successfully in the

previous year

9. Number of regulatory actions (e.g., product label changes, safety wamings, or instructions etc.)

taken in the previous year

10. Number of kaining/awareness programmes organised by the pharmacovigilance department:

a) For the PV personnel working in the MAHs,
b) For health facilities/public health programmes

11. Number of health professionals (doctors, pharmacists, nurses & others) trained in the previous year

12. Number of visits/inspections done by the pharmacovigilance department

a) Of the MAHs
b) Of health facilities.

13. Number of DGDA vigilance staff receiving external training for capacity building in last year

14. Number of newsletters/ safety bulletins published in last year (target at least two)

15. Number of meetings attended in the international PV organisations/forum

16. Number of scientific reports/papers published from PV department in the last year

Indicators of Pharmacovigilance for COVID-I9 vaccinesa

1 . Percentage of districts with silent (i.e., no reports received) COVID- l9 AEFI reporting: Target <l\Yo

2. Percentage of districts with >10 COVID-l9 related AEFI reports/ 100,000 doses of COVID-19

vaccines doses administered: Target >80Yo

3. Percentage of serious AEFI after COVID-19 vaccination investigated: Target>80Yo

4. Percentage of seriousAEFI cases with causality assessedwithin 14 days of investigation: Target>\Uo/o

5. Percentage of AEFI cases with causality assessment done where feedback was provided within
seven days ofcase classification: Target >80%

r WHO Pharmacovigilance Indicators: A Practical Manual for the Assessment of Pharmacovigilance Systems.

aCOVID-19 Vaccines: Safety Surveillance Manual, WHO.
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SUSPECTED ADVERSE EVENT REPORTING FORM
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*Age--------- Weight(Kg)------- *GendrllMale DFemale DOther

Pregnmt: DYes DNo DUnlmom DNotapplicable

*Describe event including relevatrt tests atrd Iaboratory results:

AE repod number I)ata received

* Contact nmber

Name,{Initial:

Address:

$pe of event:

! Adverse drug rerction/AEFl

1-] Product quality problem

D Medication error

l- Others @1ease speciff)

Was the adverse event treated? O Yes t l No

Ifyes, please specify:*Event stopped Date

*Event start Date 

-

Did reaction subside after stopping / reducing the dose of the

suspectedproduct? OYes D No O Notapplicable

Did reaction appear after reintroducing the suspected product?
ll Yes l] No ! Not applicable

Action taken after reaction:

Seriousness ofthe adYerse event:
D Non serious

[] Serious

Hospitalization or prolongation of hospitalization
Disability or permanent damage

Congenital anomaly,/birth defect

Life threatening

Death

o
o
o
o
a

*Outcomes attributed to the adverse event:

E Recovered

iJ Recovered,&esolvedwithsequela

D Not recovtred

i1; Unlnom

O Fatal (date of d.u&, _ )

Other relevant historyl @re-existing medical history)

O Hypersensltivity O Allergies D H)?ertension D Liver or kidney problems [-t Smoking [] Alcohol 1l Diabetes

Ll Others (Please specifu):

Dosage Form 

- 

*Frequency 
@aily Dose) 

- 

Batch/Lot nurnber

Manufactuer Diluent Infonnation for vaccile

+Indication

Brand/hadename

*Medication Start DatsVaccination Date End Date/Vaccination Time

*Gcneric name with sEengfi

CONCOI{ITANTMEDICnB,TACCINEINFOT<iYLc.-IION

Brarid/Irade name Gercricname Indication Dosage fomr Strength & Frequency

0$r$r3\
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low Card

llDose stopped

DDose reduced

l]No action taken
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*Date ofthis repod submission

*Narne & Address

Occupation *Signature

Email address *Mobile phone

EvaluationlReview Comitte€ Comments:

ADRMCeiI ADRACTSC
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General instructions for completing the form:

' Detaiied infomation about each field can be fomd in the

iastructions available in the DGDA website.
(www.dgda.gov.bd).

. Fiil in as much information as possible. Do not leave
anythingb1ank.Ifudicrown,write or"n/a"if
not applicable.

What to report:
t Adverse drug reactions/AEll

' Unknown or mexpected ADRs/AEFI

' All supected reactions to new drugs/vaccines

' Unexpected therapeutic effects
o Al1 suspected drug/vaccine interactions

' Productqualityproblems

' Medication/vaccinationenors

Eow to fill and submit the report :

ADE/AEFI reports cm be submitted through online in the DGDA website (www.dgda.gov.bd)

Hrd copy of Yellow Cad cm also be filled md sent to the ADRM Cell by (i) email (adrmcell.dgda@gmail.com or (ii)
post. In emergency cases or when forms are not readily available, it can be notified to the ADRM cell by phole.

N.B: Additional Page cm be used for detailed information ifneeded

gcrrird-trfifrrmffiHta
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ADRM Cell, Pharmacoyigilance Department

Directorate General of Drug Administration

Aushad Bhavan, Mohakhali

Dhaka-1212,Bangladesh

Postal Address: Contact Information:

Tel:02222-280803

Cell No.: +8801728-349503

E-mail : adrmceli. dgda@ gmai1. com
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x All points should be reasonably complied with

ANNEX C.

Causality term Assessment criteria*

Certain

. Event or laboratory test abnormality, with plausible time

relationship to drug intake

. Cannot be explained by disease or other drugs

. Response to withdrawal plausible (pharmacologically,

pathologically)
. Event definitive pharmacologically or

phenomenologically (i.e. an objective and specific

medical disorder or a recognised pharmacological

phenomenon)
. Rechallenge satisfactory, if necessary

Probablellikely

. 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

. Rechallenge not required

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 may be lacking or unclear

Unlikely

. Event or laboratory test abnormality, with a time to drug

intake that makes a relationship improbable (but not

impossible)

. Disease or other drugs provide plausible explanations

Conditional/

Unclassified

. Event or laboratory test abnormality

. More data for proper assessment needed, or

. Additional dataunder examination

Unassessable/

Unclassifiable

. Report suggesting an adverse reaction

. Cannot be judged because information is insufficient or

contradictory
. Data cannot be supplemented or verified

osGTWt
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DISCLAIMER

This document is made possible by the generous support of the American people through the US Agency

for International Development (USAID)'s Medicines, Technologies, and Pharmaceutical Services (MTaPS)

Program, implemented by Management Sciences for Health (MSH), under the Contract number

7200AA18C00074. The contents are the responsibility of the Directorate General of Drug Administration

(DGDA), Ministry of Health and Family Welfare (MOHFW), Bangladesh and do not necessarily reflect the

views or positions of MSH, USAID, or the United States Government.
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Directorate General of Drug Administration
Mohakhali, Dhaka -1212.

Health Service Division

Ministry of Health and Family Welfare

Government of the People's Republic of Bangla
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