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BACKGROUND

Pharmacovigilance is defined as the science and activities related to the detection, assessment,
understanding and prevention of medicine-related problems. Adverse drug events (ADE) are
common but many of them are also preventable. Pharmacovigilance (PV) should thus be a key
component of rational pharmaceutical management, but systems to implement PV are often weak
or non-existent in resource-constrained countries.

Significant recent increases in the availability and use of relatively new essential medicines such
as antiretrovirals for HIV/AIDS, artemisinin-based combination therapies (ACTs) for malaria,
and reserve medicines for multi-drug resistant TB have brought added urgency for the need to
establish or strengthen PV systems in developing countries. The growing problem of poor quality
or counterfeit medicines is another reason why PV requires renewed and vigorous attention.
Because of these reasons, public health programs and other stakeholders of resource-constrained
countries as well as donors and development partners are increasingly laying strong emphasis on
the need to conduct pharmacovigilance activities in a systematic and organized manner to
enhance safe use of medicines.

The scope of pharmacovigilance has now broadened from its traditional approach of focusing
mainly on adverse drug reactions to one that includes additional critical issues such as
medication errors, product quality, and treatment failure. A broad issue such as PV thus requires
a cross-cutting and system-wide approach to be successful. It relates with multiple stakeholders
including the regulatory body, health facilities, academia, health care providers, professional
associations, public health programs, donors/development partners, patients and the public. Good
communication and coordination among all these stakeholders is essential for initiating and
maintaining a strong PV system.

Under the Rational Pharmaceutical Management Plus (RPM Plus) Program, MSH initiated work
on supporting PV activities in several countries. RPM Plus’ successor, the Strengthening
Pharmaceutical Systems (SPS) Program has further consolidated and expanded these activities
by designing and implementing a more systematic approach to strengthening PV systems in
resource-constrained settings. To support the process, SPS has developed two key documents:

(1) an SPS concept paper which describes the framework and operational approach for
strengthening PV systems in resource-constrained settings, and (2) an indicator-based assessment
tool for the conduct of diagnostic assessment of PV systems to identify system strengths and
weaknesses, and design, plan, and monitor interventions based on local realities and existing
regulatory capacity and priorities.

At country level, the technical assistance activities carried out so far include the following:

e Ethiopia: Collaborated with the Drug Administration and Control Authority of Ethiopia to
conduct training of trainers (TOT) courses on Adverse Drug Reaction (ADR) monitoring and
reporting; integrate pharmacovigilance-related roles of Drug and Therapeutics Committees
(DTCs) into the process of DTC establishment and trainings; develop IEC materials for
patients on adverse effects of ARVs; and assess pharmacy curriculum to determine the
existing course contents on pharmacovigilance. [SPS]
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e Kenya: Provided technical assistance to the Pharmacy and Poisons Board of the Government
of Kenya to develop a standardized training curriculum and tools on pharmacovigilance.
[SPS]

o Namibia: Provided technical assistance to establish and operationalize a joint Therapeutic
Information and Pharmacovigilance Center, conduct pharmacovigilance trainings, draft a
national pharmacovigilance guideline, train community health workers on their roles in
spontaneous reporting of adverse effects related to ARVs and anti-TB medicines, and
develop an active surveillance proposal to confirm initial findings that zidovudine is
responsible for severe anemia in Namibian patients requiring treatment switches. [RPM Plus
and SPS]

e Rwanda: Conducted an indicator-based assessment of pharmacovigilance and medicine
safety systems and provided recommendations on further actions followed by a training of
trainers on pharmacovigilance in September 2009. [SPS]

e South Africa: Helped the KwaZulu Natal Province to develop a framework to implement
ADR monitoring of ARVS, conducted nationwide trainings on pharmacovigilance in public
health programs, and assisted the KZN Province to establish active ARV surveillance based
on sentinel sites and cohort event monitoring. [RPM Plus and SPS]

e Tanzania: Provided technical assistance to the Tanzanian Food and Drug Administration to
improve monitoring of ADRs with ACT use in pregnant women, and train drug dispensers
and other health care providers on ACT-related pharmacovigilance. [RPM Plus]

e Vietnam: Conducted a TOT in March 2009 on pharmacovigilance and medicines safety for
42 participants from 17 institutions, and assisted in-country stakeholders to adopt a
framework for pharmacovigilance in Vietnam. [RPM Plus]

The Government of Vietnam has launched its National Drug Information and Adverse Drug
Reaction Monitoring Centre (DI & ADR Centre) for collecting and monitoring adverse drug
reactions and for providing drug information. The Center which will serve as a hub for the
pharmacovigilance system will eventually set up other proposed regional centers in Northern,
Central and Southern Vietnam. The U.S. President’s Emergency Plan for AIDS Relief
(PEPFAR) Vietnam Program views this as an opportunity to build on its ongoing support to
HIV/AIDS care, treatment, and prevention programs, which include training for practitioners,
clinic support, procurement of medicines and supplies, and development of a supply chain.
Strengthening the pharmacovigilance system will demonstrate PEPFAR’s commitment to a
broader health systems approach to promote safe and effective use of HIVV/AIDS medicines, but
also medicines for malaria, TB, child health and methadone-substitution programs. In July 2009,
the SPS Program provided a technical support visit by its Senior Program Associate Ms. Helena
Walkowiak to work with the Centre staff to draft a one-year work plan, and to develop a strategy
for including pharmacovigilance activities in a proposal to the Global Fund to Fight AIDS,
Tuberculosis and Malaria. The key immediate areas of need identified during Ms. Walkowiak’s
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visit were technical assistance to revitalize the Clinical Pharmacy Information Bulletin and
strengthening the newly established Centre’s staff capacity to carry out drug information and
pharmacovigilance activities. Dr. Mohan P. Joshi, Senior Technical Manager for Antimicrobial
Resistance and SPS Country Program Manager for Vietnam, thus traveled to Vietnam from
September 25 to October 9, 2009 to provide technical assistance to national stakeholders in this
area. This report describes the activities carried out and the products developed during that visit.

Purpose of Trip

The purpose of Dr. Joshi’s visit was to assist the Hanoi University of Pharmacy to build capacity
and operational efficiency to run the newly established DI & ADR Centre.

Scope of Work

Dr. Joshi’s scope of work was to:
e Provide a briefing and debriefing for USAID and CDC/Vietnam, as requested
e Conduct two half-day trainings for Hanoi University of Pharmacy’s DI-ADR Centre staff
on medicine and ADR information services and pharmacovigilance systems focusing on
key topics
e After this initial training, work closely with the DI & ADR Center staff to

o ldentify the appropriate resources for the Center to help carry out its information
and pharmacovigilance activities in an on-going basis and finalize the strategy for
acquiring and updating drug and pharmacovigilance information reference
resources

o Review and discuss the current ADR reporting form, identify the appropriate next
steps for its revision, and draft initial suggestions for modifications to share with
stakeholders for their inputs

o Discuss and draft action plans to strengthen the existing Clinical Pharmacy
Information Bulletin in terms of standard operational procedures, layout, design,
technical content, writing and reviewing processes, dissemination, feedback, and
monitoring and evaluation.

o Carry out a stakeholder analysis to identify key players and groups from various
sectors and disciplines who could support the DI &ADR Center on technical,
advocacy and sustainability issues

¢ Discuss with VAAC the mapping of care and treatment process in the ART program in
order to help inform the start-up of active surveillance
e Submit a report after the completion of the trip

Annex 1 includes the request for country clearance (RFCC) and Annex 2 the agenda for Dr.
Joshi’s visit.
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ACTIVITIES

Meeting with CDC and WHO representatives

On September 25, Dr. Joshi, along with Ms. Juanita Folmsbee, MSH/SCMS Vietnam Program
Director, and Mimi Gerard, MSH/SCMS Senior Program Associate, met with CDC’s Dr. Nick
Medland, Senior Treatment Advisor, Vietnam and WHQO’s Dr. Socorro Z. Escalante, Technical
Officer for Pharmaceuticals, Vietnam. During the meeting, Dr. Joshi and Ms. Folmsbee provided
a brief overview of the technical assistance MSH has so far provided to Vietnam in the area of
PV through RPM Plus, SPS, and SCMS. Dr. Joshi then shared a copy of his scope of work for
the visit. Dr. Medland suggested that the technical support should ultimately aim at a strong local
capacity building. Regarding the support for initiation of active surveillance planned under
COPO09, Dr. Medland pointed out the need to emphasize not only the initial design of the
program, but also subsequent technical support to various stakeholders, including those at the
point of care. Dr. Escalante expressed that MSH and WHO activities would be complementary.
She informed that WHO plans to help conduct a national capacity assessment for PV in the near
future. She noted the need for development partners to help the national stakeholders make their
PV program as systematic and sustainable as possible.

Two half-day trainings for the DI-ADR Centre staff

On September 28, Dr. Joshi and Ms. Gerard visited the DI-ADR Centre at the Hanoi University
of Pharmacy (HUP) and met with Tran Dang Hoa, Director of the Centre and Vice-Rector of the
Hanoi University of Pharmacy, and briefed him on the plans for Dr. Joshi’s work with the
Centre’s staff. Dr. Joshi then spent four hours that day with the staff of the Centre discussing the
topic “Medicine Information and Medicine Safety Bulletins. ” Annex 3 gives the presentation
made during this training session. Dr. Joshi spent around the same amount of time the next day
to discussing about “A System-oriented Approach to Implementing Pharmacovigilance. ” Annex
4 gives the presentation made during this second day’s training session. The DI-ADR Centre’s
staff present during both these training sessions were:

e Vice Director V6 Thi Thu Thuy
Doctor Nguyén Thé Hung
Doctor Nguyén Hoang Anh
biang Bich Viét
Nguyén Thi Van Anh
Vi Lan Huong
Tran Thu Thay
Nguyén Phuong Thuy

Development of new tools and SOPs, and revision of existing ones to facilitate DI & ADR
Centre’s activities

From the 1% to the 8" of October, Dr. Joshi worked jointly with the DI-ADR Centre staff to:
e Complete suggested revisions in Vietnam’s existing ADR reporting form (Annex 5).
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o Develop a standard operating procedure (Annex 6A) and query recording/answering form
(Annex 6B) for the Centre’s planned question-answer service.

e Develop a matrix of key stakeholder groups relating to drug information and
pharmacovigilance activities in Vietnam (Annex 7).

e Complete suggested changes in the content and format of HUP’s Clinical Pharmacy
Information Bulletin (DUOC LAM SANG). (Annex 8).

e Develop a template of SOP for the “process” in commissioning and completing articles
for the Bulletin (Annex 9).

o Develop a list of locally relevant and useful topics for the Bulletin (Annex 10).

e Review the strategy for acquiring and updating drug and pharmacovigilance information
reference that was drafted during the July 2009 visit by Ms. Walkowiak.

While working with the DI & ADR Centre staff to help revise Vietnam’s ADR reporting form,
Dr. Joshi used a comparative chart to show the similarity and differences between such forms
from various countries. This comparative chart appears as Annex 11.

Discussion with VAAC with regard to initiation of active surveillance within the ART
Program

On September 30, 2009, Dr. Joshi and Dr. Gerard met with Dr. Do Thi Nhan, Chief of Care and
Treatment in the ART Program in Vietnam, to discuss planning for initiation of active
surveillance within the Program. Ms. Vo Thi Thu Thuy and Dr. Nguyen Hoang Anh from the
DI-ADR Centre, and Ms. Doan Thi Nga (MSH/SCMS & VAAC) were also present in the
meeting. Dr. Joshi suggested that an initial mapping of the ART care and treatment process
would help inform the design and start-up of such an active surveillance effort. Dr. Nhan
expressed that VAAC is interested to initiate active surveillance and would be happy to facilitate
the mapping process. Dr. Nhan, however, clearly emphasized that, in the beginning, the effort
should start as a “small pilot” in one or two hospitals and that it can later be rolled out if
successful. Dr. Joshi informed her that technical staff from SPS and its partner organization—
University of Washington—plan to visit Vietnam in early 2010 to help with the preparatory work
for active surveillance.

Meeting with HUP officials

On October 5, Drs. Joshi and Gerard met with Professor Le Viet Hung, Rector and Ms. Dinh Thi
Hien Van, Head of the International Relations Office, Hanoi University of Pharmacy (HUP). Dr.
Joshi shared the agenda for his visit and briefed them on the activities already completed and
those planned for the rest of his visit. Dr. Joshi also informed that SPS Namibia and South
Africa country offices were actively pursuing with the relevant ministries in both the countries to
facilitate approval for the proposed 2-week pharmacovigilance-related study tour of the DI/ADR
Centre staff to Namibia and South Africa with funding support through MSH/SCMS. Drs. Joshi
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and Gerard also shared the strategy drafted during Ms. Walkowiak’s visit earlier in July for
developing a proposed pharmacovigilance component to be included in the Global Fund Round
10 proposal.

Both Prof. Hung and Ms. Van appreciated support from MSH’s SPS and SCMS Programs to

strengthen pharmacovigilance in Vietnam. Prof. Hung made the following two specific

suggestions for potential future support from SPS:

¢ Vietnam’s Ministry of Health has required the related in-country stakeholders to establish
regional DI & ADR centres in the Central and South regions, in additional to the existing
national centre in the North. He expressed that ideas were needed on how this could be done,
and how these different centres would collaborate. He suggested that perhaps a “workshop”
might be needed in future to foster collaboration and strengthen systems.

e Strategically, it would be very a useful and sustainable idea to include a sound component on
pharmacovigilance at the level of pre-service education in Vietnam. He expressed that it
would therefore be very helpful if HUP received technical assistance in future to include
appropriate pharmacovigilance topics into their pharmacy curriculum, and give training-of-
trainers to faculty members so that they could then effectively teach these topics to their
students.

Debriefing with USAID/Vietnam and CDC

On October 9, 2009, Dr. Joshi, Ms. Folmsbee, and Dr. Gerard visited USAID/Vietnam office to
provide an out-briefing. The following USAID and CDC staff were present:
e Xerses Maneck Sidhwa, Health Officer, USAID/Vietnam
e Nguyen Thi Minh Ngoc, HIV/AIDS Care and Treatment Specialist, USAID/Vietham
e Jodi I. Charles, Project Management Officer, Global AIDS Program/Vietnam,
DHHS/CDC — US Embassy

During the meeting Ms. Folmsbee provided an overview of MSH pharmacovigilance work in
Vietnam. Dr. Joshi then briefed in detail the scope of his work and the tasks accomplished in the
preceding two weeks of his visit. He also shared copies of his presentations used during the
trainings given on September 28 and 29, 2009 to the DI-ADR Centre staff on drug
information/drug bulletin, and on pharmacovigilance. He also shared hard copies of COP09 SPS
workplan for Vietnam, which Ms. Folmsbee had already sent earlier to the mission
electronically. Dr. Joshi took the opportunity to brief in detail the activities planned with this
COPQ9 workplan.
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NEXT STEPS

Immediate Follow-up Activities

e Make a visit to Vietnam in January 2010 to initiate preparatory work for active
surveillance within the ART Program.

o Based on the strategy developed earlier, assist in-country counterparts to develop a
pharmacovigilance component to insert in the Global Fund Round 10 proposal
submission by Vietnam (if the country decides to apply for Round 10).

o Facilitate approval for the 2-week study tour visit by DI-ADR Centre staff to Namibia
and South Africa proposed for March 2010 through SCMS funds, and provide
coordination and technical assistance support through SPS country offices while the
visitors are on the ground.
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TO:

FROM:

ANNEX 1. REQUEST FOR COUNTRY CLEARANCE

Jonathan Ross, HANOI/HHA

Management Sciences for Health (MSH)/Strengthening Pharmaceutical Systems
(SPS) Program, Cooperative Agreement # GHN-A-00-07-00002-00

SUBJECT:  Request for country clearance for travel to Hanoi, Vietnam for Mohan Joshi

COPY:

MSH/SPS

Ngoc Nguyen Thi Minh, HANOI/HHA

John MacArthur, USAID/ANE/ID/RDM/A

Anthony Boni, GH/HIDN/HS, CTO SPS

Veerle Coignez, GH/HIDN

Juanita Folmsbee, SCMS Vietnam Country Director, MSH
Ned Heltzer, Vietnam Technical Coordinator, MSH

Douglas Keene, Director, MSH/SPS

Sameh Saleeb, Deputy Director, MSH/SPS

Francis Aboagye-Nyame, Deputy Director, MSH/SPS

David Lee, Director, Technical Strategy and Quality, MSH/CPM
Mohan Joshi, Senior Technical Manager for AMR, MSH/SPS

The Strengthening Pharmaceutical Systems (SPS) Program wishes to request country
clearance for the proposed travel to Hanoi, Vietnam for Dr. Mohan Joshi, Senior
Technical Manager for AMR and SPS Country Program Manager for Vietnam from
September 25 to October 9™, 2009.

Background: The Government of Vietnam has launched its National Drug Information
and Adverse Drug Reaction Monitoring Center (DI & ADR) for collecting and
monitoring adverse drug reactions and for providing drug information. The Center
which will serve as a hub for the pharmacovigilance system will eventually set up other
proposed regional centers in Northern, Central and Southern Vietnam. The U.S.
President’s Emergency Plan for AIDS Relief (PEPFAR) Vietnam Program views this
as an opportunity to build on its ongoing support to HIVV/AIDS care, treatment, and
prevention programs, which include training for practitioners, clinic support,
procurement of medicines and supplies, and development of a supply chain.
Strengthening the pharmacovigilance system will demonstrate PEPFAR’s commitment
to a broader health systems approach to promote safe and effective use of HIV/AIDS
medicines, but also medicines for malaria, TB, child health, methadone-substitution
programs. In July 2009, the SPS Program provided a technical support visit by its
Senior Program Associate Ms. Helena Walkowiak to work with the Center staff to draft
a one-year work plan, and to develop a strategy for including pharmacovigilance
activities in a proposal to the Global Fund to Fight AIDS, Tuberculosis and Malaria.
Key immediate areas of need identified during Ms. Walkowiak’s visit was technical
assistance to revitalize the Clinical Pharmacy and Therapeutics bulletin and
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strengthening the newly established Center’s staff capacity to carry out drug
information and pharmacovigilance activities.

Purpose of Proposed Visit: The primary purpose of Dr. Joshi’s visit is to assist the
Hanoi University of Pharmacy to build capacity and operational efficiency to run the
newly established DI & ADR Center.

Scope of Work for Dr. Joshi:

Provide a briefing and debriefing for USAID and CDC/Vietnam, as requested

Conduct two half-day trainings for Hanoi University of Pharmacy’s DI-ADR Centre staff
on medicine and ADR information services and pharmacovigilance systems focusing on
key topics

After this initial training, work closely with the DI & ADR Center staff to

o ldentify the appropriate resources for the Center to help carry out its information
and pharmacovigilance activities in an on-going basis and finalize the strategy for
acquiring and updating drug and pharmacovigilance information reference
resources

o Review and discuss the current ADR reporting form, identify the appropriate next
steps for its revision, and draft initial suggestions for modifications to share with
stakeholders for their inputs

o Discuss and draft action plans to strengthen the existing Clinical Pharmacy and
Therapeutics Bulletin in terms of standard operational procedures, layout, design,
technical content, writing and reviewing processes, dissemination, feedback, and
monitoring and evaluation.

o Carry out a stakeholder analysis to identify key players and groups from various
sectors and disciplines who could support the DI &ADR Center on technical,
advocacy and sustainability issues

Discuss with VAAC the mapping of care and treatment process in the ART program in
order to help inform the start-up of active surveillance
Submit a report after the completion of the trip

Anticipated Contacts: Representative of USAID

o Jonathan Ross, Director, Office of Public Health

o Representatives of CDC

o Dr. Bruce Struminger, Director, CDC

o Dr. Nick Medland, Chief, Care and Treatment,CDC
Representatives of the DI & ADR Center and the Hanoi School of Pharmacy

o Prof. Nguyen Dang Hoa

o Ms. Dinh Hien Van

o Ms. Phan Quynh Lan

o Ms. Vo Thi Thu Thuy
Staff of the Vietnam Administration for AIDS Control (VAAC) and PEPFAR
implementing partners including Family Health International (FHI), Medicins de Monde
(MDM), Harvard Medical School AIDS Initiative (HAIVN), and Life Gap/CDC, as
appropriate.
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e Representatives of other organizations, as appropriate
o Dr. Soc Escalante, Pharmaceuticals Consultant, WHO

5. Logistics: Dr. Joshi will arrive in Hanoi on or about September 24, 2009 and depart on
or about October 9, 20009.

6. Funding: The in-country work will be paid for with USAID/SPS funds.

7. Action: Please advise of country clearance for Dr. Joshi, as planned. Please confirm
receipt and reply via e-mail to the attention of Anthony Boni,
USAID/G/PHN/HN/HPSR, at aboni@usaid.gov, tel (202) 712-4789, fax (202) 216-
3702. Please send carbon copies to Veerle Coignez at vcoignez@usaid.gov, Douglas
Keene at dkeene@msh.org, Juanita Folmsbee at jfolmsbee@msh.org, Sameh Saleeb at
ssaleeb@msh.org, Francis Aboagye-Nyame at fnyame@msh.org, David Lee at
dlee@msh.org, Mohan Joshi at mjoshi@msh.org, and Nicolette Regis at
nregis@msh.org.

Thank you for Mission cooperation.

10
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ANNEX 2. AGENDA FOR DR. JOSHI’S VISIT

Mohan's agenda for Sept25 - Oct.09, 2009

Day/Time Meetings/Activites Location
Sept.25 Technical Meeting group with SCMS office
Friday CDC/HAIVN/EHI/WHO: 25 Bui Thi Xuan, Hai Ba Trung District, Hanoi

14:00 -16:00 PM

1. Dr. Nick Medland (CDC)

2. Dr. Marcelo (HAIVN)

3. Dr. Rachel Burdon (FHI)

4. Dr. Soc Escalante (WHO)

5. Dr. Mohan Joshi (MSH/SPS)

6. Ms. Juanita Folmsbee (MSH/SCMS Country
Director)

7. Dr. Mimi Gerard (MSH/SCMYS)

Sept.26-27 WEEKEND
Sept.28 Training for DI-ADR Centre staff on Drug HUP
Monday Information with a focus on Medicine Information 13-15 Le Thanh Ton, Hoan Kiem, Hanoi

13:00 - 17:00 PM

and Medicine Safety Bulletins

Sept.29
Tuesday
13:00 - 17:00 PM

Training for DI-ADR Centre staff on System-
oriented Approach to Implementing
Pharmacovigilance

Sept.30
Wednesday
16:00 - 17:30 PM

Meeting with VAAC: (consideration for the
mapping of ART care and treatment process in order
to help inform the start-up of active surveillance
system)

VAAC office
135/3 Nui Truc, Ba Dinh District, Hanoi

11
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1. Dr. Nhan — Chief 0 Cae & treatment in VAAC
2. Dr. Mohan Joshi - MSH/SPS

3. Dr. Mimi Gerard -MSH/SCMS

4. Phar. Doan Thi Nga - MSH/SCMS & VAAC

Oct.01
Thursday
13:30-17:30 PM

Working with DI & ADR Centre staff on
e DI-ADR activities/ Review of Vietnam
ADR report form along with comparative
view of forms from multiple countries

Oct.02

Friday

9:00 - 12:00 AM

And 15:00-17:30 PM

Working with DI-ADR Centre staff:
e Revision of Vietham ADR report form

HUP
13-15 le Thanh Ton, Hoan Kiem, Hanoi

Oct.03-04

WEEKEND

Oct.05
Monday
10:00 -12:00 AM

13:30-17:30 PM

v" Meeting with International Relation
Department on GF’s proposal

v" Working with DI-ADR Centre staff:
e Stakeholder Analysis for
Pharmacovigilance

Oct.06
Tuesday
13:30-17:30 PM

Working with DI-ADR Centre staff:
e Stakeholder Analysis for Bulletin (Drug
Information and Drug Safety)

Oct.07
Wednesday
13:30-17:30 PM

Working with DI-ADR Centre staff:

e Review of the content and format of the
Bulletin (Drug Information and Drug
Safety)

e Inventory of locally interesting and useful
drug info and safety topics for the Bulletin

Oct.08
Thursday
13:30-17:30 PM

Working with DI-ADR Centre staff:
e DI activities with focus on question/answer
service

HUP
13-15 le Thanh Ton, Hoan Kiem, Hanoi
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e Finalization of the information resources
acquisition strategy
Oct.09
Friday
10:00 - 12:00 AM Debriefing with Juanita SCMS office
13:30-17:30 PM Debriefing with USAID USAID office
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ANNEX 3. MEDICINE INFORMATION AND MEDICINE SAFETY BULLETINS

Do We Have Information Deficiency in the
Age of Information Overload?

= Great explosion of biomedical information

= Similar information overload in the area of drugs
and therapeutics

= However, most resource-constrained settings
lack organized provision of up-to-date, reliable,
and locally relevant information
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Is Drug Information Key to Achieving
Rational Medicines Use?

= Right medicine, right dose, right route, right length of
time, appropriate price
+

appropriate information

= Medicines — active substances plus information

= Medicines minus information — just a chemical or a
substance

= Information is thus a fundamental prerequisite for
rational use

Why Have an Organized Drug Information
Service?

= About 100,000 available pharmaceutical products have a huge body of facts

= Cost, logistics, time, and effort required make it difficult for individuals to
use different sources of information

= New information is constantly emerging; existing information is rapidly
outdated

= Self-medication is common, but consumer-orientated information is lacking

= Increasing privatization of health care means both public and private
sectors need objective drug information services

= Governments and other pharmaceutical systems need professional
information to get cost savings and determine cost-effective therapies

= Providing independent and organized drug information service is critical to
counter biased information sources
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What are the Scope of Activities for a Drug
Information and Adverse Drug Reaction

(DI-ADR) Center?

Service
= Answer questions
= Initiate follow-up calls

= Publish and distribute drug and safety
bulletins/newsletters

= Publish posters/booklets

= Support activities of drug and therapeutics,
formulary, or standard treatment guidelines
committees

= Monitor and report ADRs
= Promote and facilitate drug safety

= Scan, evaluate, and disseminate current
literature

= Edit written materials for publication
= Participate in regulatory affairs

= Help formulate drug policy

= Act as drug documentation center

Education

= Pre-service training (undergraduate and
postgraduate)

= In-service training (continuing education)
= Seminars, lectures, and presentations

= Public education through workshops, TV, radio
talks, newspaper stories

Research
= Drug and therapeutics related research

= Drug utilization and drug safety review and
feedback

= Consultancy on drug information, safety issues,
drug research projects

= New product evaluation

= Quality control activities

What Information can a DI-ADR Center

Provide?

= Drug indications

= Drug(s) of choice (when
applicable and possible)

= Dose, route, and duration of
treatment

= Pharmacodynamics

= Pharmacokinetics

= ADRs

= Drug poisonings

= Drug interactions

= Compatibility information
= Contraindications

= Serum drug levels and
interpretations

= Special precautions

= Drug use in childhood,
pregnancy, old age, and
diseased conditions

= Availability/cost

= Medication errors

= Drug quality

= Treatment failure

= Stability and storage

= Drug identification

= Comparisons between drugs

16
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What are Key Information Resources?

Basic textbooks and formularies

= Martindale, British National
Formulary, Meyler's Side Effects of
Drugs, WHO Model Formulary

Systematic reviews

= Cochrane L brary, Clinical
Evidence, Database of Abstracts of
Reviews of Effects (DARE)

Guidelines issued by medico-
economic evaluation bodies

= National Institute for Clinical
Excellence (NICE), Scottish
Intercollegiate Guidelines Network
(SIGN), Canadian Centre of Health
Technology Assessment
(CCOHTA), National Guidelines
Clearinghouse (NGC)

Articles in scientific and medical
journals found in databases such
as Medline, Embase, Popline
Databases on drug side effects
(reactions, current problems, etc.)
Unpublished reports
Drug regulatory agency reports
= U.S. Food and Drug Administration
= European Medicines Agency
National drug utilization data and
other local publications
Drug prices

Source: Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005

Searching for Dependable Information:

Key URLs (1)

Clinical Evidence—
http://clinicalevidence.bmj.com/ceweb/index.jsp
Database of Abstracts of Reviews of

Effects (DARE)—
http://www.crd.york.ac.uk/crdweb/Home.aspx?D
B=DARE

Cochrane Library—
http://wwwa3.interscience.wiley.com/cgi-
bin/mrwhome/106568753/HOME
Medline—http://medlineplus.gov/

Free Medical Journals—
http://www.freemedicaljournals.com/

U.S. Centers for Disease Control and
Prevention—www.cdc.gov

HIF Net—
http://dgroups.org/Community.aspx?c=a4287629

-aff1-40b6-a560-4e91e6f568bb

= Pub Med Central—
http://www.ncbi.nlm.nih.gov/pmc/
Guidelines International Network—
http://www.g-i-n.net/

National Institute for Clinical Excellence—
http://www.nice.org.uk/

Scottish Intercollegiate Guidelines
Network— http://www.sign.ac.uk/

New Zealand Guidelines Group—
http://www.nzgg.org.nz/

NHS Clinical Knowledge Summaries—
http://www.cks.nhs.uk/home

E-Drug—http://www.essentialdrugs.org/index.php

INASP Health Links—http://www.inasp.info/

Indices—
http://www.essentialdrugs.org/indices/about.

php
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Searching for Dependable Information:

Key URLs (2)

British National Formulary— www.bnf.org
= WHO Medicines L brary—
http://apps.who.int/emlib/

WHO Model Formulary—
http://apps.who.int/emlib/ModelList.aspx?Lang

uage=EN&MdType=FORMULARY

WHO Model List of Essential
Medicines—
http://www.who.int/medicines/publications/ess
en ialmedicines/en/

European Medicines Agency—
http://www.emea.europa.eu/

U.K. Health Protection Agency—
http://www.hpa.org.uk/

HINARI— www.healthinternetwork.org

= European Portal of all European
National Agencies— http://www.hma eu/

= U.S. Food and Drug Administration—
www.fda gov

= Japanese Pharmaceutical and Medical
Device Agency—
http://www pmda.go.jp/english/index.html

= Health Talk Online (formerly DIPEX)—
http://www healthtalkonline.org/

= HealthInsite, Australia—
http://www healthinsite.gov.au/

= International Society of Drug Bulletins
(IsbB)—
http://www isdbweb.org/pag/summary php

= Popline—
http://db.jhuccp.orgl/ics-wpd/popweb/

Internet — a Great Free Source if

Surfed Safely

= The vast majority of health
information, including
medicine and safety
information, can be
obtained free from the
Internet if we use
trustworthy and up-to-date
sites

= QOtherwise, we may end up
getting unreliable, biased,
and outdated information

URL: http //orise.orau.gov/healthcomm/files/hiv-aids/hiv-aids-treatment.pdf
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Bulletins — A Key Starting
: Strengtheni
Source of Proactive a Drug Bulletn
Information
= Medicine information and A Practical
medicine safety bulletins are Manual
a key source of providing 2005

proactive information

= The subsequent slides will
focus on the process of
developing and

g,

@)

European

implementing such bulletins e i

o R
International Society of

http://apps.who int/medicinedocs/en/d/Js8111e/3.html

The Process: Planning Resources

= Set strict priorities when resources are limited

= Be realistic about what you want and what options are
possible

= |dentify what human, financial, and material resources are
already available with you and with others locally

= Check what additional resources are needed to make a start

= Collaborate with others doing similar work locally — helps
bring synergy in action and avoid resource duplication

= Start small, and gradually expand—take a phased approach
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The Process: Financing the Bulletin

= No magic formula about how to finance a bulletin. Possibilities
include—

= Government funding within the framework of National Medicines Policy

= Funding from additional sources of support (e.g., donors, development
partners)

= Bulk subscriptions from government health agencies, hospitals,
professional associations, consumer groups, nongovernmental
organizations

= Individual subscriptions once the bulletin is firmly established

= For sustainability, make sure funders and subscribers continue to
see bulletin’s value

= Ensure, however, that funding does not compromise the bulletin’s
independence

Adapted from: Starting or strengthening a drug bulletin: a practical
manual, ISDB/WHO/European Community, 2005

The Process: Editorial and Advisory Board
Roles

= Editorial Board
= Set and follow editorial policy
= Avoid conflict of interest

= Develop critical analysis capability (get short trainings or train
yourself)

= Ensure the board is multidisciplinary

= Give direction, select possible topics, define outline, organize
work of authors and reviewers, ensure quality control, analyze
feedback from readers, and manage relations

= Advisory Board

= Provide guidance and quality oversight

= Help discover new information sources and collaborations

= Promote the bulletin

Source: Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005
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The Process: Standard Operating

Procedures

= Standard Operating Procedure (SOP) is a written
procedure that documents, in a step-by-step manner,
how a specific task is to be performed

= It brings consistency, uniformity, and quality in the task

performed

= An example is the “editorial planning grid” on the next

slide

The Process: Editorial Planning Grid

Make an Excel checklist with an expected completion date for each

component

= Serial # (or some identifier #)
= |nitial work

= |dentified topic

= Responsible editorial staff

= Objectives and outline of the topic

with completion date

= Draft development

= Author name

= Author e-mail, phone

= Sentdate

= Expected date of return

= Review
= Reviewer(s) name
= Reviewer(s) e-mail, phone
= Sent date/expected return date
Author re-write as needed
= Date sent with reviewer comments
= Expected return date
= Final editorial review
= Responsible editorial staff
= Expected completion date
= Final work

= Final typo check and acceptance
date

= Planned for publication in issue #
= Any additional notes
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The Process: Editing for Quality

Edit the article to be—

Accurate: Provide objective, up-to-date, and correct information

Comparative: Help the reader chose and make decisions

Transparent: Show the “level of available evidence” and how conclusions
were drawn

Locally relevant: Contextualize and adapt to the needs of local readers

Easily readable: Presentin a short, simple, and consistent style

Adapted from: Starting or strengthening a drug bulletin: a practical
manual, ISDB/WHO/European Community, 2005

The Process: Avoiding a Confusing Mixture

Separate—

Facts from Hypothesis or extrapolation

Area of knowledge from Area of belief

Scientific evidence from Opinions

Clinically relevant endpoints from Surrogate endpoints

Therapeutics from Clinical pharmacology

Results of controlled from Descriptive, nonexperimental data

experimental trails

Source: Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005
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The Process: Simplify the Articles

= Less important facts in footnotes

= Boxes for practical tips

= Subtitles to help scan the key contents

= Keeping the content brief

= Separating facts from editorial comments

= Clearly distinguishing what is already known from something that is
yet to be tested

= Avoiding words that are too technical
= Avoiding unnecessary abbreviations

= Putting simple labels and headings in graphs and tables

Source: Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005

The Process: Examples of Topics that
Deserve Rapid Publication

= Drug withdrawals for safety = Direct-to-consumer ad of a
reasons drug not yet familiar to health

= Important regulatory decisions professionals
that change everyday practice or = Misleading promotional
patients’ daily lives campaigns on a specific drug

= Newly identified side effects = Interpretation of important new

= Serious adverse drug reactions studies

= Local epidemics = Letters to the editors,

= Implementation of new controversies

government policies on medicine

Source: Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005
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The Process: What are Topics of Local
Interest and Value?

= Editors should use all opportunities to identify topics of local interest
and need (e.g. surveys; ideas from local conferences; current local and
media issues; local hospital ADR, drug quality, medication error or
treatment failure experiences)

=  Whattopics have already been published in the Clinical Pharmacy
Information Bulletin?

= Which topics relating to drug and therapeutics information will be
valuable to publish in future issues?

= Which topics relating to drug safety and pharmacovigilance will be
valuable to publish in the future issues?

= The following several slides give examples of what some bulletins
have tried to cover

WHO Drug Information Vo! 23, No. 1, 2000

WHO Drug -
Information, 2009: Herbal and Traditional

Medicines
23(1):8-11

WHO Congress on Traditional Medicine

and the Beijing Declaration

Representatives of over 70 Member States aftended the first WHO Congress on
Traditional Medicine held on 7-9 November 2008 in Beijing, China. Satellite sympo-
sia were held fo discuss related technical topics. Presentations were given by repre-
sentatives of organizations such as the World Self-Medication Industry (WSMI), the
World Federation of Acupuncture-Moxibustion Societies (WFAS), the Intemational
Pharmaceutical Federation (FIP), and the World Federation of Chiropractic (WFC).
Almost 1500 people were present at the events.

Highlights of the Congress included adoption of the Bejjing Declaration promoting
the safe and effective use of traditional medicine and calling on WHO Member States
and other stakeholders to take steps to infegrate traditional medicine, complemen-
tary and altemative medicines (TM/CAM) into national health systems.

Sharing of national experience and information by Member States in five areas aimed
at leveraging future action.

* National policy on TM/CAM.

* National regulation of traditional and herbal medicines.
* TM use in Primary Health Care.

* National requlation of TM/CAM practice.

URL: * Research on TMICAM.
http://www.who.int/medicines/publications/druginfor
mation/issues/Druginfo09vol23-1 pdf Participants visited community heaith centres, clinics and hospitals for traditional

medicine. These models showed how fraditional and Western medicine can work
together and be successfully integrated into China’s health system.
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Drug and
Therapeutics
Letter, July-
Aug 1996

The Sri Lanka

Prescriber,
September 2007

ISSN 13910736

The Sri Lanka

oS0y,
Prescriber @

September 2007; Volume 15, No.3

URL: http //www.spc.lk/september pdf

Cover picture

Bibile the visionary

(Real reform never waits for
rational jusaficaton )

Tha lzte Profasser Sanakea Bibids wes a tisiczary. In 1971 e
iztroduced major pharzaacqutical reforms o i Lazka. Ha
was criticised by 2 sectiez of the Sn Lankan medical
ustablishmemt supparssd by the multizational drog industry:
Hewever, the United Naticns agszciss tock mmmediate
motice. The Technology Division of the Umnited Natons
Confaruncs on Trade and Devalopmeant (UNCTAD) sew tha
imporancs of Bibila's raformes: and comrmissionsd him o write
down kis experisnces. In Tups 1977 UNCTAD published
"Cease Bodies m the Tramsfer of Tecknology: Pharmacautical
Policies n Sr Lazka”. The criginal writtez iz Englisk by
Profassor Bibile was tra=lated imto Arabic, Chinese, Frezch
and Spemish and widaly distribated to developmg comntrias
= Afica, Asta and Latiz Amprica and the Middle East
Professor Bibile was invited to join UNCTAD and sat-ap 2
pharmacauticals mnit in the Tachnology Divizsion, TRCTAD.,
Gansva. Ha took up the position in July 1997,

Profassor Bibila's rafomms wers 2lse takan up by the Warld
Hualth Crganization (WHO). Iz May 1981 during the debats
oz pharmaceuticals af the World Health Ascembly Sessons
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thyroid surgery. it may be possible to
take the risk but she as well as her
husband have to fully appreciate that
risk. -

If it ts decided to be pregnant
while on antithyroid medication, it is

QUESTION-ANSWERING SERVICE OF
‘THE DRUG INFORMATION UNIT

The Drug Information Unit (DITT)
provides answer to any drug-related
question asked by doctors. nurses,
pharmacists and other paramedical
staff of the TU Teaching Hospital as well
asteachers and students of the Institute
of Medicine. The questions can be pui
1o the DIU staff either by telephone or in
person on all working days betieen
9 am and 2 pm. The DIU office is at
room number 1-85 in the Doctor's Room.
Block of the TU Teaching Hospital. The
tnternai relephone number is 1053.

In the first eight months of its
service (Oct 1994 - May 1995) the DIU
answered 223 questions. As examples,
wo questions with their answers are
presented below. One guestion was
asked by a consuitant physician and
the other by a student.

DU encounter no. I75

A 27-year old lndy has been
taking carbimazole 10 mg and
propranolel 10 mg twice daily for the
last ane year for thyrotoxicosis. She
wanis o become pregnant without
undergoing thyroid surgery. The
questions are: () Can the lady be on
carbimazole during pregnaney? (1) Is
there any teratogenic risk aof
carbimazole? (iif) Can the lady cortinue
carbimazole for ancther year (making a

total of 2-year therapy)?
The answer provided:

Theantithyroid drugs (including
carbimazole) do have a definite risk of
proeducing congenital disorders in
addition to the risk of causing fetal
hypothyroidism and goitre (FDA
Pregnancy Category D).

Several infants born of mothers
exposed to methimazole have developed
scalp defects [aplasia cutis) as well as
other congenttal defects such as: upper
respiratory tract defects associated with
absence of nipples and mental
retardation; sarlobe malformation: and
imperforate anus. [Carbimazole is
converted in the body to methimazole
and the reports on methimazole are
applicable to carbimazole. 100}

However, the actual risk of fetal
death, goitre. hypothyroidism and
congenital abnormalities with the
administration of antithyroid drugs
seems to be low [especially if the dose
are kept low) and these drugs have
heen successfully used in pregnancy to
control  maternal and  fetal
hyperthyroidism.

Taken the existing facts
tegether. it is probably best to aveid
being pregnant while taking antithyroid
drugs because of a small but definite
risk. However, if a patient is very keen
without

Eo become p

highly r wded that the drug be
given ai the lowest sffective dose to
maintain maternal thyroid function
inn the upper-normal range for
normal pregnant women, especially
during the last trimester, 10 reduce the
risk  of fetal and maternal
nhypothyroidism and goitre. With the
progreasion of pergnancy the thyreid
hyperfuncrion may diminish. thus
allowing a reduction in antithyroid
dosage and. in some patients, even
withdrawal of antithyroid therapy 2 to
3 months before delivery. However.
thyroid function may vary and frequent
and careful monitoring should be done
to work out the dosing schedules.

Seme clinicians consider
propylthiouracil as the drug of cheice
for women who require antithyroid
agents during pregnancy. This drug
crosses the placenta less easily than
methimazole fand carbimazole, which
gels converted to met e in vivo).
However, propylthiouracil is not
available in Nepal.

The present patient, Mrs ABC,
is taking carbimazcle (Neomercazole)
10 mg twice daily. If she decides to
become pregnant it would be better {if
possible) to try to reduce the dose of the
drugio 5 to 15 mg per day. which is its
typical maintenance dose.

Antithyroid drugs arc genesally
given for one to twoyears. Mrs ABC has
been taking carbimazole for one year
and it is, therefore, possible to continue

the drug for another year.

Mrs ABC is alsc taking
propranolol 10 mg twice daily as an
adjunet to carbimazole. In view of the
fact that proprancloel is liable to cause
fetal growth retardation and necnatal
respiratory depression, it is probably
better to iry to avoid this deug if she
becomes pregnant.

Somrces:

Prus. Drug infarmaton Program. USA Cu
Carposation. 1695,

2 Briges GG et ol eds. Drus
Baltmars: Willams & Wildos, 1956

9 Giitian AG e ol o3 Goodman snd GHEMs e
s ot feat kavi ol e e, New ¥ork Pepgeams
gt

3 Istalchic K ctat ads, Havmiaon's esplesof atemas
meleime. Hew York: MeGraw. il ins

5 Beymolds JEF. i, Mortiadse s mira hasascopesa
The Pharmac eutical Prass, 1003,

DIU encounter no. 180 :

Is it true that new drugs are
being developed for leprosy that might
shorten the treatment duration of this
disease ?

The answer provided:

Earlier leprosy used to be
treated with dapsone monotherapy but
in 1982 WHO recommended the use of
mult-drug therapy (MDT) consisting of
dapsone plus clofazimine plus

¥
dapsone plus rifampicin  for
paucibacillary disease. The MDT has
been generally accepted and widely
used. But the main problem with this
regimen is that it needs to be given fer
2 to 10 years in lepromatous leprosy.
Moreover, the clofazimine component
of MDT discolours the skin and many
light-skinned people find this very
disturbing because they fear others
might discover that they are taking
leprosy treatment.

0
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MDR BACTERIA ISOLATED FROM
TUTH IN-PATIENTS
Contributed by Mr Nhuchhe R.

ruhmux and Prof. B. R. Prasai, Dept
TL Teaching Hospital

SALE OF ‘CELPHOS' AND OTHER
PESTICIDES AND INSECTICIDES:
NEED FOR REGULATION

Contributed by Sudhanshu Sharma.
MBES, MD, Head, Department of Foren
Medirine, Mstitute of Medicine: Kathusandu.

Among the 70-75 autopsies done
every month at the Bir Haospital
Mortuary in Kathmandu, 2-3 cases
are of aluminium phesphide
[‘Celphos’) poisoning. mostly
suicidal. ‘Celphos’. & commonly
used grain preservative, consists of
fumigant aluminium phosphide 66%
w/w in the form of a tablet. It can
be purchased freely at any of the
hundreds of Kathmandu shops that
cater to the agricultural and
weterinary needs. More than two
dozens of pesticides/herbicides/
insecticides are sold in such
¢cstaplisiments and auyune can buy
anyone of them with great ease.

Other countries do have stiff
regulations on the stocking and
selling of these poisonous
chemicals. The time has come to
introduce proper regulations in
Nepal, too. If the Government does
not act the time will surely go away
but not without increasing deaths
due to ‘Celphos’ and other

ALUMINTOM PHOSFHIDE
POISONING

Common brands: Celphos,
Quickphos, Alphos, Phosphotek,
Phostoxin.

Poisoning due to aluminium
phosphide, which carries a very high
risk of mortality, has reached
epidemic proportions in North India
and is inereasing in Nepal. too.

Aluminfum phosphide is a solid
fumigant that is commonly used as
a grain preservative. On contact with
molsture, it liberates phesphine gas,
which is the active poison.
Phosphine is a very toxic gas
producing widespread organ
damage. It binds with cytochrome
oxidase and causes cellular hypoxa.
Death usually occurs within a few
hours to 4 days of exposure,
although it may sometimes be
delayed fun vne o two weeks.

A S-gram pellet of aluminium
phosphide gives out 1 g of
phosphine. Less than half a gram
of aluminium phosphide can be
tethal for an adult if the tablet has
not been exposed to air. However.
the tablets quickly lose poteney
upon exposure to air.

The common mode of poisoning
is the ingestion of aluminium

ide pellets. En the stomach

ensuuneom:dmm Eathmandu

Multiple drug resistant (MDR]
bacterial infections are being
increasingly reported from all parts
of the world. A 6-month retros-
pective survey of the culture and
sensitivity Teports registered at the
Microbiology Diagnostic Laboratory
of the TU Teaching Hospital (TUTH)
from 1 July to 31 December 1995
was done to know about the MDR
bacteria isolated from the samples
of the TUTH in-patients. It was
found that 72 [4%) of the 1790
culture-positive samples {urine, pus,
sputum, cather tip sample, bron-
chial washing, tracheal aspirate,
high vaginal swab, conjunctival
swab, and bile sample) were
completely resistant to commanly
used antibacterials such as
ampicillin, cephaléxin, cotrimoxa-
zole, eiproflaxaein, gentamicin, and
tetracyeline.  Three [4.2%] of the

MDR isolates were staphylococel and
they were found to be totally
resistant to erythromyein and
cloxacillin as well. Forty-two
(58.3%) of the 72 MDR isolates were
bacteria of the entercbacteriaceae
family, of which the predominant
isolates were E. coli (47.2%).
Pseudomonas spp. were the most
common isolates among the TSI
non-fermentative groups of bacilli
and constifuted more than one-third
(25/72) of all the MDR bacleria
isolated. Gram-negative rods were
further tested for sensitivity to twao
third-generation cephalosporins,
cefotaxime and ceftazidime. Two-
thirds of them were found resistant
to cefotaxime and every one in eight
of them was found resistant to
ceftazidime.

MDR bactesia, particularly E. coli
and Pseudomonas sp., were isolated
from samples obtained from patients
admitted to most of the wards of
TUTH (Table 1}. The majority of
MDR isoclates were from samples of
urine (47.2%). pus (23.6%), and
sputum {18. 1%}.

Table 1: MDR bacteria isolated from patients admitted to ibe different w s of TUTH during a

perlod of & months (a=73).

I MOR Strains | MSW | FSW | MMW [ Ortho | 40090 01 "“‘;‘W ost-op | Mewro | IUTAL
E_col 8 ] ] 3 5 2 2 K] = | 31TH
Psoudomonassp. | 6 | 2 | 3 | 6 | 2 | 3] 2 i T
Flebsieila sp. I T N ~ e
Staphefiocoous sp | 1 - 1 - 1 - - - 03642%)

| Adneibacter T - 1o - - - leam

[ Cirobacter T T - —_ ol

Bty MSW = Maly Surgiesl Ward, FSW = Fumal
Ward: 1CU = Iatenstve Care Ualt: Poat

¢ Sunpca) Wards MW = Male Madies) Ward: Oriha = Onthogurtics
Pust ogerative Wacd: Newrs = Newrn Ward

DRUG & THERAPEUTICS LETTER

A bimenthly bulletin from
Drug Information Unit
Dept. of Clinical Pharmacology
TU Teaching Hospital and Central Campus
Iastitute of Medicine, Tribhuvan University

DRUG & THERAPEUTICS LETTER

A bimonthly bufletin from
Drug Toformation Unit, Dept. of Clinical Pharmacology, TU Teaching Hospital,
Institute of Medicine, PO Box 3578, Maharajgunj, Kathmandu, Nepal,
Tel: $77-1-4123083, 412505, 412707 Ext: 1093.

PO Box 3578, Maharajgunj u, Nepal.

7-1-412308, 412605, 412707 Ext: 1093,

VOLUME 1

NUMBER 3

MAT-IUNE 1997

VOLUME 5

NUMBEE 2

MARCH-APRIL 1896

WRONG DRUG GIVEN BY AN
UNAUTHORISED DISFENSER

cription and the receipt nfpw'cha.s(
of the drug from the Pharmacy, i

was quickly confirmed that the
mistake had been made ir
dispgnsmg the drug The wrong
drug was d from the shop

On 23 December 1997, Ms RR
was prescribed tablet Corce-K (a
combination product containing
rutin, vitamin C and vitamin Ej by
a private practitioner in Thapathali
area of Kathma.ndu The prescrip-
tion was p

by someone who was not a DDA~
recognised “Vyabasayi" for sale-
distribution of prescription drugs.
Mr A, the actual DDA-recognised
"Vyabasayi” for that Pharmacy,
was found negligent, because he
allowed an unauthorised and

Medical Hall in the same locality
by the patient party. But unfor-
tunately, tablet Ultra-K was
d. This is-an
different product containing
diclofenac porassium. Some
degree of resemblance in the
names of these two drugs might
have contributed to this mishap.
As per the notice published by
the Department of Drug
Administration {DDA) in the daily
newspaper Gorkhapatra on 12
January 1998, the case was
reported to the Department by the
patient party. Since the case was
reported with supporting docu-
ments such as the doctor's pres-

1 nt person to dispense
prescription items in his absence.
As per the regulatory decision
which was published in the said
newspaper, the Vyabasayi Recogni-
ton Certificate of Mr A was suspen-
ded for six months.

‘This case highlights three
important points:

* oceurrences. of errors due to
similarity in product names,
the problem of dispensing
drugs by unauthorised per-
sons in Nepal, and
+ the importance of obiaining

bill or receipt by the patients
or their caregivers while
purchasing medicines.

.

ISDB MEMBERSHIP

This Bulletin has become a
full member of the Interna-
tional Society of Drug Builetins
(ISDB), which is a global net-
work of independent bulletins
on drugs and therapeutics. The
Society is represented by
bulleting from over 40 countries
of the world.

YET ANOTHER MEDICATION
ERROR

Cantributed by Dr Subarna Acharys,
Dept. of Medicne, T4 Teaching Hospitel
Institute of Medietne, Kathmandu.

Mr EMT, a 72-year old man
from Gongabn, was hrought in an
uncenscious state to the Emer-
gency Room of TU Teaching
Hospital at 7.45 pm on 15 April
1297. The history was of onlv a
few hours. He started becoming
drowsy after around 4 pm on that
day and became totally uncon-
scious about 15 minutes before
being brought to the Hospital. No
other contributory history was
obtained. Detail clinical exami-
nation was not rewarding cither.

Blood and urine samples were
sent te the laboratory for different

tests and chest X-ray and ECG
were done. The patient was also
planned for CT scan.

After a while the investigation
reports became available. The
blood sugar level was found to be
dreadfully low (0.6 mmol/L or 10.8
mg%). The patient was given four
ampules of 50% desirose i.v. and
was then put on 10% destrose i.v.
drip. He impreved dramatically
and was subsequently admitted
to the Annex 11 Medical Ward
{in-patient no. 200156, bed no.
609 B} with a diagnosis of severe
hypoglyeaemia (cause?). Even such
possibilities as insulinoma and
hepatema were eniertained. Finan-
rial and psycholngical strains to
the patient's family were unavoi-
dable during the course of further
investigations. But they did not
heip in the diagnosis.

Reviewing the history from the
patient himself after he came to a
much better shape was the road
to the real diagnosis. The patient
reported that he had been
constipated for the last two weeks,
for which a local practitioner
prescribed him Dulcolax (bisa-
codyl). He purchased 10 tablets,
took two the previous night and

S
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BRAND NAMES THAT SOUND OR
SPELL CONFUSINGLY SIMILAR

There is mention in the
literature that similar drug names
can be confusing and that they can
cause, and have actually caused,
errors. The problem may not be
much if the two similar brand
names are of the same drug but it
can be significant if the confusion
is between the names of two
different drugs, Such a confusion
has a special potential to cause
serfous consequences if the drugs
confused are of narrow therapeutic
margin. Prescribers, dispensers,
nurses, consumers and other drug
handlers should be alert to the
possibility of errers arising from this
"look-alike and sound-alike”
problem. Table 1 gives some
cxamples of brand drug products
whose names are so closely similar
to each other that confusion can
easily occur.

Table 1: Proprictary products avallable in Nepal
whose names are confusingly similar,

4. | Mozep-2
{pinozide] (carbamazepin

5 | Enuas Inras
[enaiaprill (sinopril)

6 | Paloemin Folwraming
(paracetamcl + {dexchlorphen
phenylpropannlamine + | ramine maleai
Chlorphenicamine
mateate]

7. | Flexinol Flextal
fmethocarbamol + lospentifyTing
paracetamoll

8. | Forum Fomuin
Iceftazidime) Ipentazocing]

4 | Bcen Eltrowint
ferythromycinl {thyroxine

sodiummi

10 | Dizec Dizep
(pancreatinl |diazepam]

Note: Al the frugs mentioned (n this Table ¢
marketed as tablets except for Dowctar/Dowyr

Primex 500 | in eapsule facme) and Fortum,/ Festy
{in Injection forma),

Soucce
Jashs P, Shrestha P it Med 1966 18 37-160

PNEUMONIA: THE BIG KILL)
>ALESE CHILDR]

5 | Band 1 Brand 2 DISEASE IN NEP:
Na. [ngredient
{ngredentisi] sl Contributed by Dv Pushpa R Sham
1. | Primox Frimax 500 asseclate professor in paediatri
Inortriptylisng] (amoxyeillin] Institizte of Medicine, Kathmandu
2. | Secl Forte Sepni DS In developing ceuntries most
|| fseonidaznlel kotimotanld | he cases of preumonia are bacter
5 | Dowerar Daxyric in origin, and mortality due to ¥
{dosepin) Wdoxycycline) condition is 7-18% tn children und
rable continuedt.... the age of 6 years. The me:

ORUG 8 THERAPEUTICS LETTER 2001, Velume 8. Number £

Table I; Price

amengst different brands of some drugs.

Drag Prioms () of Alfzeut brsod
[ S&TU 1018 clm &Sﬂ
Siproflosacin J00- ot LrTa
S90me (e | T (Simea) | (Ranbwed |
P | Corim 100 | Dhem | wies
Ameoctiiin %
0 mi fomus | fva) | &
13.85 cl’m 1757 1788
Gephuadrosd 820 D dow | ehon Pl
il oprenn | NP | (Renbwe) | amstol | fapie)
=t oo one S =
A
Omegrazole 20 mg ICTL) m (Emewrs} {Cada) IDr Redd

6. New drugs often cost more
than older drugs. Some of the
new drugs can be guite
expensive. For example.
clarithromycin (250 mg twice
daily x 5 days) costs
approximately four times
more than the older agent.
erythromyein (250 mg x 4
tirnes x 5 days).

Not all the new products that
become marketed are real
'breakuuuughs some of them are
just ‘me-too’ drngs. Even if a
newly marketed drug proves to be
really ‘good’, it does not mean that
oider, well-tried and often cheaper
drugs become less valuable. There
is a tendency amongst some
health workers to use expensive
new drugs even when older and
chepaer alternatives could do the
work equally well. We should
always be able to convince
ourselves of the 'real' need for

preseribing expensive new agents
to justify the extra cost involved:
we should not prescribe them just
because it is fashionable.

7. Combination products usually
cost more than single-
ingredient preparations.
Avoiding unnecessary use of
eombination products also
helps in reducing prescribing
costs.

In conclusion, it is desirable to
aim at reducing expenditure on
drugs so long as the quality of
patient care is not compromised.
Cost-conscious prescribing is one
of the means that can help
achieve substantial reduction in
drug expenditure.

Source
Reproduced with sditor’s permission. in abridged
ant modifiad form. from the felowing source:
Joshi MP, Setvastava X Costreonsclous prese iy
ournal of the Nepel Medical Associuton 1981: "9
226,
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MEDICINES USE

Medication errors: a threat
to safety of patients (part One)

Jiiing Rushibida

The poal of medicnion use i5 00 ahicwe specific

that
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Drug and
Therapeutics
Bulletin

Prescrire
in English

Australian Prescriber
(various issues)
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WHOQO Safety-related oot

Risk of teratogenicity

Mew Zealand. Madsale has
e r S reminded prescribers of

indications and the risk of
teratagenic effects of
isabretinoin. Isetretinoin is an
ORCGANISATION MONDIALE DE LA SANTE oral retinoid indicated for the
treatment of severe forms of
modulo-cystic acne, in particular
Cystic acne and acne conglobata.

WORLD HEALTH ORGANIZATION

QSM/MC/TEALCS 29 Apail 2003
Medsate is aware that
Information Exchange System isotretinoin exposure has been
respansible for & number of
Alert No. 108 pragnancy Lerminatiens in
recent years, If exposure to
Suspension of Manufacturing Licence held by izgtretinoin oocurs during
Pan Pharm icals Limited, Sydney pragnancy, there is a high risk

of a deformed infant or fetal
death, even if the exposure is
only for & shork period. As &

The Therapeutic Goods Administration (T'GA) in Australia has suspended the licence to 4
result of its terabogenicity,

dicines held by Pan icalz Limnited, Sydney, for a period of six h s ’

months starting 28 April 2003. This suspension order was issued after TGA inspectors isgbretinain is cantraindicated in

fouund a series of safety and quality vielations by the . . i ration of women of childbearing potential
q ¥ ¥ P g " "

ingredients, manipulation of rest results and ing unless an extensive list of

conditiens for prescribing are

219 products manufactured and supplied by Pan Pharmaceuticals Linited in Australia rmet. Medsale is currently

are being recalled with immediate effect. More products are likely to be recalled in the aggassing the risk mitigation

days shead. A complete list of all recalled B and other related i ion are strategies usad by the

posted on the TGA website (heep:/ v health rov au/tea Mrecalls ponprod hem). manulactiurers of Eetratingin

The list can be made available upon request to Dr Lembit Rigo's office, Essentisl Drugs products in New Zealand.

and Medicines Policy, WHO, Geneva.

X . . . (See WHD Pharmacaulicals
:‘(m;::.\fnm;:]linn)Exc:n_ng:h.:Jmu:? alza p:«,u_d .;n e WHO ff::em:.\.nll:‘xug‘:\ mdd Newsistter No.2, 2007 for & risk
Medicines Policy) webzite (http:/ {wror who.ins shizal), under - e e
S——— managemant programma in the

UsA).

J Pharmaceuticals Newsketiar No. 3, 2002« 3

ISMP Canada Safety Bulletin _B“\\Eﬁ\l

Risk of Tragic Errer Continues in Qperating Rooms

meavnes s ISMP Capgdy S

P afety Bulletip
: Fatal O March 5, 200
utco;'ne after Inadve rteng Injectic , —
ftended for Topical Ugg of Epinephrine

Volume 6, lssue 1 ISMP Canada Safet}-' Bulletin Fabruary 24, 2006

Top 10 Drugs Reported as Causing Harm through Medication Error

URL: http://www.ismp-canada.org/download/safetyBulletins/
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AUSTRALIAN
ADVERSE DRUG
REACTIONS
BULLETIN

Volume 27, Number 4, August 2008

* New “Blue card” reporting form for ADRs

* High-dose vitamin B6 may cause peripheral
neuropathy

“ Desmopressin and hyponatraemia

The Process: Design and Production

= Give the bulletin a distinct identity or personality—
= Keep appearance consistent issue after issue
= Carefully decide on font style and size

= Determine number of pages based on the type of information,
publication frequency, and staff availability

= Remember: most bulletins only 2—4 pages long

= Use local cultural context to set style and tone of the bulletin

= Color printing will make the product attractive, but increase cost
= Use a single color to highlight boxes and headings at small cost
= Don’t change the color in different issues

= With a little training, you can do desk-top publishing yourself

= Before sending to the printer, check for typos or other silly errors

Sources:

(1) Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005

(2) Albert T. BMJ 1992;305 631-635
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The Process: Distribution and Dissemination

= Don’t neglect distribution and dissemination strategy: it is integral

= Establish relations with other organizations that can distribute bulletin
with their materials (e.g., journals of professional associations)

= Send electronically to audiences that have e-mail access
(inexpensive)

= Develop and maintain up-to-date database of bulletin recipients

= Periodically follow-up to see if subscribers get their bulletins on time

= Think of ideas to increase readership; for example, leave copies at
public places, such as reception counters and lounges; include in a
conference package

= Create bulletin webpage and let subscribers know when you update it
= Consider producing CD-ROMs with all issues from previous year(s)

Source: Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005

The Process: Follow-up

= Often a highly neglected component

= Try to make use of every follow-up opportunity that may arise
after publication

= Publish errata, corrections, or clarifications in the next issue (e.g.,
see Drug and Therapeutics Bulletin as an example)

= Encourage readers to provide feedback and point out errors

= |f the bulletin is also posted on the web, create a good quality,
easy-to-use index and update it (e.g., Australian Prescriber)

= |f possible, track website hits (e.g., Therapeutics Letter from
Canada)

= See if local journals will publish some key bulletin articles (e.g.,
Nepal’s Drug & Therapeutics Letter articles reproduced later in
the Journal of the Institute of Medicine)
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The Process: Monitoring Quality and
Usefulness

= Internal audit
= Check for typos/errors, review process, timeliness of information,
timeliness of publication, coverage of significant issues,
adherence to SOPs, responsiveness to readers’
guestions/comments, upkeep of mailing list (up-to-date?)

= External audit

= Conduct readership survey; focus group discussions; in-depth
interviews (in person or by telephone)

= Try to keep survey sample representative; best if an independent
external person/group conducts, but can be costly

= Maximize response through follow-up telephone call/letter to
non-responders

Source: Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005

The Process: Designing a User Survey

Develop the exact questions based on the local context. General ideas
include—

= How much/how often bulletin is read?

= How easy is bulletin to read?

= Who are preferred authors?

= Appropriate level of detail in articles?

= How useful are various articles or sections?

= Any needs unmet? Any changing requirements? What information is
difficult to find?

= Does bulletin influence prescribing practices, advice given to patients,
etc.?

= Format acceptable? Suggestions for improving design?
= Publication frequency appropriate?
= Suggestions for future articles?

Source: Starting or strengthening a drug bulletin: a practical manual,
ISDB/WHO/European Community, 2005
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Your Opinions of the
Therapeutics Letter: The
2006 Survey, Therapeutics
Letter, May-June 2007

URL.: http://www.ti.ubc.ca/PDF/64.pdf

Table 4. Mean scores of satisfaction on various

Results of the Sri Lanka characteristics of SLP (scale 0-5)
Prescriber Readers’ Survey, Characteristic Mean score
The Sri Lanka Prescrlber, Usefulness of information in articles 4.1
Mar 2009 (VOI 17, No. 1) Length of articles is convenient 4.0
Depth to which the topic is dealt with 3.7
Level of language appropriate 4.4
Size of each issue (number of pages) 2.8
Format (A4 paper size) 4.2
Number of issues for year 2.7
Reliability/accuracy of information 4.3
Style of articles 3.9

Table 6. Mean scores of satisfaction on areas
covered (scale 0-5)

Section Mean score
Articles on therapeutic management 37
Articles on new drugs 3.2
Information on newly registered drugs 3.2
URL: http //www.spc Ik/march2009 pdf MCQs 3.5
Cover page 3.8
Patient information sheets 3.1
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Surveying the
DI-ADR
Center’s
Bulletin

Discuss and draft
the questions you
would you like to
include for doing a
users’ survey of the
Clinical Pharmacy
Information Bulletin

The Process: Maintaining Contributors’
Motivation

= Acknowledgement
= Small remuneration if

possible “A neglected technique is
= Sending reference books, the simple “thank you,”
etc. which costs nothing.”
n PrOV|d|ng feedbaCk, = Albert T. BMJ 1992;305:631-635
respect

Source: Starting or strengthening a drug bulletin: a practical
manual, ISDB/WHO/European Community, 2005
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Stakeholder Analysis for DI-ADR Center’s
Clinical Pharmacy Information Bulletin

= Who are current primary audiences (main target group)?

= Who are secondary audiences?

= Who else could benefit from the bulletin?

= What information does each stakeholder potentially need?

= Whatis currently being covered regarding medicine
information, therapeutics information, and medicine safety
information?

= What are likely unmet needs?

= How can each stakeholder potentially contribute to the bulletin
(in writing, distributing, advocating, fund-raising, etc)?

Examples of Drug & Therapeutics
Information Bulletins in English

= WHO Drug Information
http://www.who.int/medicines/publications/druginformation/en/

= Therapeutics Letter http://www.ti.ubc.ca/TherapeuticsLetter

= Australian Prescriber
http://www.australianprescriber.com/resource/back issues

= Prescriber Update http://www.medsafe.govt.nz/profs/PUarticles.asp
= Sri Lanka Prescriber http://www.spc.lk/index.html|

= Drug and Therapeutics Bulletin http://dtb.bmj.com/archive/ (some
articles free)

= Prescrire International
http://english.prescrire.org/spip.php?rubrique5 (some articles free)

= The Medical Letter http://www.medletter.com/ (some articles free)
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Examples of Drug Safety Bulletins and
Alerts in English

= WHO Drug Alerts
http://www.who.int/medicines/publications/drugalerts/drugalertindex/en/index.html

=  WHO Pharmaceuticals Newsletter
http://www.who.int/medicines/publications/newsletter/en/

= Australian Adverse Drug Reactions Bulletin
http://www.tga.gov.au/adr/aadrb.htm

= Medicines and Healthcare Products Regulatory Agency Drug Safety Update
http://www.mhra.gov.uk/Publications/Safetyguidance/DrugSafetyUpdate/

= |nstitute for Safe Medication Practices (ISMP) Canada Safety Bulletin
http://www.ismp-canada.org/download/safetyBulletins/

= |SMP Medication Safety Alert
http://www.ismp.org/newsletters/acutecare/archives.asp

= MedSafe
http://www.medsafe.govt.nz/hot/alerts.asp

Recipes for Success

Improving the standards, feeling of ownership,
acceptance, and credibility of the bulletin through—

= Continuing commitment = Forging partnerships and coalitions

s - and networking
= Maintaining clear vision and

mission = Keeping advisory membership
. . diverse
= Following standard operative
procedures = Adequately acknowledging authors’

. and stakeholders’ contributions
= Keeping need-based, user-

centered, and user-friendly = Linking with other services aimed at
. . . improving medicine use
= Having a realistic, feasible, and
phased approach = Keeping scope modest, but

blishi larl
= Offering something different; filling publishing reguiarly

agap = Keeping the bulletin independent,
reliable, and transparent
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ANNEX 4. A SYSTEM-ORIENTED APPROACH TO IMPLEMENTING
PHARMACOVIGILANCE

“There are some patients that
we cannot help; there are none
whom we cannot harm.”

—Attributed to Arthur L. Bloomfield in BMJ 2004; 329:1-2
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Determining Drug Safety

= Premarketing clinical trials have limitations—

= Relatively small number of patients (usually <3000); difficult
to identify uncommon adverse drug reactions (ADRS)

= No inclusion of special groups (e.g., pregnant women,
elderly, children)

= Often short duration, so difficult to detect delayed ADRs
= Detected but unproven ADRs listed for legal protection

= Continued post-marketing surveillance critical to
ensure a “life-cycle approach” to medicine safety
management

The Scope of Pharmacovigilance is
Expanding
Today medicines safety concerns include—
= ADRs
= Poor quality and counterfeit products
= Medication errors

= Therapeutic ineffectiveness (due to non-
adherence, drug interactions, drug resistance,
etc)
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Why are Pharmacovigilance Investments
Urgent in Resource-constrained Settings?

= Large increases in the availability and use of relatively new
medicines (for HIV/AIDS, malaria, TB)

= Systems to implement pharmacovigilance (PhV) are often weak or
non-existent

= Lack of resources and expertise lead to a lack of systematic
approach to addressing medicines safety

= Recent global mishaps on quality and safety of medicines

= Lack of evidence-based information to guide treatment and safety-
related regulatory decisions

= Traditional and herbal medicines can interact with modern
medicines

= Drug quality problems, which are serious in some countries

Medicines-related adverse event

18] 10 18]

Product Product safety | |Provider and
quality and/or patient behavior
vSub<tandard effectiveness «Prescribing
eCounterfeit eTranscribing
eKnown effects *Dispensing
eUnknown effects *Administering
*Monitoring
eAdherence
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PN B ACCESS Frely avaabl slie @ prog one
') Adverse Drug Reactions in Hospital In-Patients: A
Are AD RS CO m m O n - Prospective Analysis of 3695 Patient-Episodes

Christopher F. Green’, Stephen Taylor®, Paula R. Williamson®, David R. Mottram?,

= Arecent large study* of adverse
drug reactions (ADRs) in a U.K.

hospital confirmed that ADRs e L s s e
are common it e

= Atleast 1in 7 (14.7%) of in- R e TR
patients experienced an ADR T e S L T

= Most frequently implicated
drugs: opioid analgesics,
diuretics, systemic
corticosteroids, anticoagulants,
and antibiotics

= OQver half of ADRs were
definitely or possibly avoidable

* Davies EC et al. PLoS ONE 2009; 4(2): €4439
[www.plosone.org]

B I Pr—— ) ey 00 | ke ¢ 2 ottt

Are Drug Quality Problems Common?

= Problems with substandard and fake drugs are vast and
underreported?

= Up to 15% of all drugs sold are estimated to be fake; for some
parts of Africa and Asia, this estimate goes up to 50%?

= Drug quality problems in resource-constrained countries are
often due to poor infrastructure, weak drug regulation,
nonregulated drug outlets, and black market operations?

= Arecent study in major cities of six African countries showed
35% of antimalarial samples to be substandard?

= Fake artesunate is very common in Southeast Asia, where 38—
52% of artesunate blister packs sampled contained no active
ingredient*

Sources:
1. CockburnR et al. PloS Medicine, 2005;2(4):e100.
2. Newton PN et al. PloS Medicine, 2009;6(3):21000052.

3. BateR etal. PloS One, 2008;3(5):e2132.
4. Newton PN et al. PloS Medicine, 2006;3(6):e197.
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Are Medication Errors Common?

= Medication errors are a common
cause of adverse events,
occurring in 2—15% of hospital
admissions?

= Inthe U.S. alone, at least 1.5
million adverse drug events occur
each year? and over $3 billion are
spent annually to treat the
consequences of medication
errors®

Sources:

1.Maidment ID and Thorn A. A medication error reporting scheme: analysis of the first 12
months. Psychiatric Bulletin 2005;29:298-301.

2.Institute of Medicine. Preventing Medication Errors: Report Brief, July 2006. (Downloaded
from http://www.iom.edu/Object.File/Master/35/943/medication%20errors%20new.pdf )

3. http://www.jhsph.edu/publichealthnews/articles/2006/wu_medication errors.html

Causes of Adverse Drug Events

= Record review of 4,031 inpatients*
= 247 (6.1%) adverse drug events; 70 (28%) preventable
= 194 (4.8%) additional errors without patient harm detected
= 264 errors were due to—

= Physician ordering (39%)

= Transcription (12%)

= Nurse administration (38%)

= Pharmacy dispensing (11%)
= Reasons for error included—

= Lack of prescriber knowledge (37%)

= Inadequate check of medicine identity or dose (15%)

= |ncomplete patient information (14%)

= |naccurate transcription (11%)

= Failure to note medicine allergy information (9%)

*Bates, D.W., D.J. Cullen, N. Laird, et al. 1995. Incidence of Adverse

Drug Events and Potential Adverse Drug Events. Implications for
Prevention. ADE Prevention Study Group. JAMA 274(1):29-34.
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What is a Medicines Safety System?

... all organizations, institutions and resources
that contribute to ensuring medicines safety.
Ensuring medicines safety includes any effort,
whether in personal health care, public health
services or through intersectoral initiatives,
whose primary purpose is to protect the public
from harm related to the use of medicines.

Adapted from health system definition in World Health Organization.
The World Health Report 2000: Health Systems: Improving Performance.
Geneva, Switzerland: World Health Organization, 2000

Building Systemic Capacity
for PhV

Enables
effective
use of

Skills

Enables
effective
use of

/Staﬁ and Infrastructure

Enables
jfsfgcotive Structure, Systems,
and Roles

Source Potter C, Brough R. Systemic capacity Building A Hierarchy of needs. Health Policy
and Planning 2004; 19(5) 336-345
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Building Systemic Capacity
for PhV

Structures, Systems, and

Roles
Tools PhV policy, legal provisions,
Erables guidelines, standard operating
effective procedures (SOPs), protocols;
Skills drug safety advisory committee;
Enables PhV and drug information
effective .
use of / centers; dedicated budget;
Staff and Infry ftructure coordination between

Enables stakeholders; drug and
st Structure, Systems, therapeutics committees for

and Roles facility-level action; timely and
effective information flow

Adapted from Potter C, Brough R. Systemic capacity Building A Hierarchy of needs.
Health Policy and Planning 2004; 19(5) 336-345

Building Systemic Capacity
for PhV

Staff and Infrastructure
Designated staff;

Tools . .
communication
Ehectve technologies and core
use of .
Skills reference materials;
Enables reporting and monitoring
effective .
use of /S e systems; adequate facility
el s inirastiuciure - infrastructure

Enab\_es
ﬁfsfgc;ve Structure, Systems,
and Roles

Adapted from: Potter C, Brough R. Systemic capacity Building: A Hierarchy of needs.
Health Policy and Planning 2004; 19(5): 336-345
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Building Systemic Capacity

for PhV
Skills
Tools Pre-service and in-service
. PhV trainings; public
efecive education
Skills
Enables

effective
use of
Staff and Infrastructure

Enables
Efsf:c;ve Structure, Systems,
and Roles

Adapted from: Potter C, Brough R. Systemic capacity Building: A Hierarchy of needs.
Health Policy and Planning 2004; 19(5): 336-345

Building Systemic Capacity
for PhV

Tools

PhV reporting form;
database; training manual;
assessment tools; decision-
support tools

Enables
effective
use of

Skills

Enables
effective
use of

/Staf'f and Infrastructure

Enables
3fsfscoﬂfve Structure, Systems,
and Roles

Adapted from: Potter C, Brough R. Systemic capacity Building: A Hierarchy of needs.
Health Policy and Planning 2004; 19(5): 336-345
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Building Systemic Capacity
for PhV

Structures, Systems, and Roles

PhV policy, legal provisions, guidelines, standard
operating procedures (SOPs), protocols; drug
safety advisory committee; pharmacovigilance
and drug information centers; dedicated budget;
coordination between stakeholders; drug and

Enables therapeutics committees for facility-level action;
effective . . . .
use of timely and effective information flow
Skills Staff and Infrastructure
Designated staff; communication technologies and
Efrf':g'sse core reference materials; reporting and monitoring
use of systems; adequate facility infrastructure
Staff and Infrastructure Skills _ _ o _
Pre-service and in-service PhV trainings; public
Enables education
ﬁggiﬂve Structure, Systems, Tools
and Roles PhV reporting form; database; training manual;

assessment tools; decision-support tools

Adapted from: Potter C, Brough R. Systemic capacity Building: A Hierarchy of needs.
Health Policy and Planning 2004; 19(5): 336-345

Assessing the Status of PhV Systems (1)

= |s there an approved national PhV * Are the PhV center's mandates,

policy? structure, roles, and responsibilities
R . defined?
= Does PhV legislation/regulations -
exist? Does a national medicines *  Are there staff members specifically
safety advisory committee exist? responsible for Phv?
How many times has it met in the = How many medicine safety
last year? requests did the center receive and
= Does a national PhV guideline address in the past year?
exist? = Does the center have basic
= Are there PhV-related SOPs? communication technologies
. . available?
= Does a national PhV center or unit
exist? Does it or any other center * Isan annual budget allocated for
provide PhV and medicines PhV activities or the PhV center?
information? = |s the national PhV center a full or

associate member of WHO-UMC?

Source: Indicator-based Pharmacovigilance Assessment Tool: Manual for
conducting assessments in developing countries. 2009. [DRAFT] Submitted to the
U.S. Agency for International Development by the Strengthening Pharmaceutical
Systems (SPS) Program. Arlington, VA: Management Sciences for Health.
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Assessing the Status of PhV Systems (2)

Does an ADR bulletin (or drug
bulletin with regular ADR feature)
exist? Is it published regularly?

Are basic reference materials
available?

Is PhV included in pre- and in-
service curricula? What topics are
covered?

How many health care providers
were trained on PhV in the last two
years?

Does a forum exist for coordinating
PhV activities across all
stakeholders? Is there a system for
coordinating and collating PhV data
from all sources in the country?

Does a form for spontaneous ADR
reporting exist?

How many ADRs were reported in
the last year? Were they committed
to databases?

Does the form also include
reporting of drug quality problems,
medication errors, and treatment
failure?

Have medicine utilization reviews,
drug quality surveys, medication
error studies, and active
surveillance activities been done in
the last “X” number of years?

Source: Indicator-based Pharmacovigilance Assessment Tool: Manual for
conducting assessments in developing countries. 2009. [DRAFT] Submitted to the
U.S. Agency for International Development by the Strengthening Pharmaceutical
Systems (SPS) Program. Arlington, VA: Management Sciences for Health.

Assessing the Status of PhV Systems (3)

Do specific public health programs
document patients who had ADRs
or treatment failure?

Are risk mitigation plans in place
that target at high-risk medicines?

Are prequalification schemes used
in medicine procurement decisions?

How many locally relevant medicine
safety issues were identified from
outside sources and acted on
locally in the past two years?

How many “Dear Doctor” or other
safety alerts were developed and
distributed in the past two years?

What is the average time lag
between identification of a
significant medicines safety issue
and communication to health care
workers and the public?

What is the % of DTCs that carried
out PhV-related activities in the past
two years?

How many public and community
education activities on PhV were
carried out in the past two years?

Source: Indicator-based Pharmacovigilance Assessment Tool: Manual for
conducting assessments in developing countries. 2009. [DRAFT] Submitted to the
U.S. Agency for International Development by the Strengthening Pharmaceutical
Systems (SPS) Program. Arlington, VA: Management Sciences for Health.
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What to Do After Assessing System Status?

= Analyze the findings to diagnose the system strengths,
weaknesses, opportunities, and threats

= Design and plan interventions based on local realities,
existing regulatory capacity and priorities, identified
system gaps, and available resources

= Monitor and evaluate PhV and medicine safety activities
using a core set of indicators longitudinally

= Compare PhV activities across regions and programs,
and with those of other countries

Existence of national pharmacovigilance
guidelines updated within the last 10
years (structural)

Existence of a national medicine safety
advisory committee or a subcommittee
with similar functions that has met at
least once in the past 1 year (structural)
National Pharmacovigilance center is a
full or associate member of the WHO
Collaborating Centre for International
Drug Monitoring (structural)

Number of health care providers trained
on pharmacovigilance and medicines
safety in the past 2 years (process)

Measuring Progress through a Set of Core
Indicators

Examples:

Percentage of patients undergoing
treatment within a public health program
whose treatment was modified due to
treatment failure or adverse events in the
past 1 year (disaggregated by treatment
failure and adverse events) (process)
Risk mitigation plans currently in place
that are targeted at high risk medicines
(outcome)

Percentage of planned issues of the
medicine safety bulletin (or any other
health-related newsletter that routinely
features ADR or medicine safety issues)
published in the past 2 years (outcome)
Percentage of medicines sampled in the
past 2 years that passed product quality
tests (outcome)

Source: Nwokike J. and Joshi M. 2009. Assessment of Pharmacovigilance and
Medicine Safety System in Rwanda. Submitted to the U.S. Agency for
International Development by the Strengthening Pharmaceutical Systems (SPS)
Program. Arlington, VA: Management Sciences for Health.
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National PhV Guideline: a Key Guidance
Document

= A Guideline is a roadmap that describes the course of
action and the desired processes to meet certain goals
or standards

= Developing and implementing a national PhV guideline
early in the process will streamline actions and
strengthen a system-oriented approach

= Examples of PhV guidelines:

= Saudi Pharmacovigilance Guideline
http://www.sfda.gov.sa/NR/rdonlyres/3E660AA8-78FB-4CB7-8EAC-
20BD279D0052/0/SaudiPVGuidelinesforHumanMedicine.pdf

= Guidelines for the National Pharmacovigilance System in Kenya
http://www.pharmacyboardkenya.org/assets/files/national pv guidelines.pdf

WHO Aide Memoire on PhV

Checklist for PhV Service Key PhV Activities

= Government commitment/support = Establish national PhV systems,

= Legislation/regulation including national and (if appropriate)

) . regional centers
= National PhV policy/plan 9

= National PhV center with
responsibility and authority

= Adequate resources for PhV activities

= National system of drug registration
and quality control

= Develop necessary
legislation/regulation for drug
monitoring

= Develop national policy/plans of action

= Provide undergraduate and continuing
education on PhV to healthcare

= National system of postmarketing providers
surveillance including drug company
requirement to continuously assess
benefit/risk and submit PSUR

= Continuously provide information on
ADRs to professionals and consumers

= Monitor the impact through process
indicators and outcomes

World Health Organization (WHO). Drug Safety. Aide Memoire.
Downloadable from http://www.who-umec.org/araphics/4791.pdf
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Pharmacovigilance Framework for Resource-limited Settings

Policy, Law, and Regulation

Improve local use of pharmacovigilance information Improve medicine regulation
Apply pharmacovigilance information in B Assist resource-limited countries to formulate
medicine selection and implement pharmacovigilance

policies, laws, and regulations that
will define their national
medicine safety
systems
® |mprove governance
and transparency in

Strengthen drug bulletins and
provision of drug information
on pharmacovigilance
including therapeutic
ineffectiveness
Integrate medicine
safety monitoring at regulatory
alllevels of the health pharmacovigilance
system using existing MANAGEMENT activities
structures, ex DTCs SUPPORT

DISTRIBUTION

Management Support Procurement / Distribution

Develop systems and capacity for Improve data collection on product
safety monitoring quality and utilization

= Strengthen capacity of national pharmacovigilance = Implement prequalification schemes
centers to coordinate and improve ADR reporting ® Improve in-country quality monitoring

m Develop guidelines, SOPs, data management, infrastructures, training, and = Collect data on medicine utilization

information management tools
u Institutionalize pharmacovigilance into health systems and public health programs
B Implement active surveillance for specific medicines as needed

Health System Strengthening for Effective
PhV
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Towards a Comprehensive PhV System

Academic and Training
Institutions
Health
Professional
Associations
Community
Organizations

Global Initiatives

Financing Institutions
Donors
Ministries

Mass
Media

COMMUNITY

Stakeholders in Pharmacovigilance

Public health YRVl National Phv

programs center

Donors/
development o
partners/NGO4 Medicine Safety

Academia

& research Patients and

community

Public/private
facilities . Manufacturers
Media & wholesalers

T
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How are these linked as a system in

Vietham?

. WHO/ Bilateral
International
National MoH

MSA || DAV | PUlEE HUP turers

| Health
EMLC QC Lab EIeETE Importers
DI-ADR Whole-
entre aler:

Regional | North | Central | South | Centers |

Local DTC | Hospitals | | Clinics | | Retailer |

| Community |

Essential Step for Effective PhV
Implementation: Stakeholder Analysis

Matrix for PhV Stakeholder Analysis

Stakeholder What are the How can this
pharmacovigilance- person/group
related needs of this contribute to
person/group? pharmacovigilance?

Public health program
Hospital

Patients & community
Media

etc
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Essential Step for Effective PhV
Implementation: SWOT/BEEM Analysis

Matrix for PhV “SWOT/BEEM Analysis”

SWOT BEEM

Strengths Building on them
Weaknesses Eliminating them
Opportunities Exploiting them
Threat Minimizing them

Some National Pharmacovigilance Center
Websites

= New Zealand Pharmacovigilance Center
http://carm.otago.ac.nz/index.asp?link=carm

= National Pharmacovigilance Center, Kingdom of Saudi Arabia
http://www.sfda.gov.sa/En/Drug/Topics/National+Pharmacovigilance+Center/

= Center for Pharmacovigilance, University of Ghana Medical School
http://www.pharmacovigilanceafrica.org/

= National Adverse Drug Reactions Reporting System, Taiwan
http://adr.doh.gov.tw/ADR-eng/index.htm

= Therapeutic Information and Pharmacovigilance Center
http://www.nmrc.com.na/TIPC/tabid/1339/language/en-US/Default.aspx
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Some Pharmacovigilance and Medicine
Safety-related Websites

= International Society of Pharmacovigilance
http://www.isoponline.org/

= International Society of Pharmacoepidemiology
https://www.pharmacoepi.org/index.cfm

= Eudravigilance http://eudravigilance.emea.europa.eu/highres.htm

= |nstitute for Safe Medication Practices http://www.ismp.org/

= Drug Information Association http://www.diahome.org/DIAHome/

= MedSafe http://www.medsafe.govt.nz/

Some Drug Regulatory Authorities Websites

= Therapeutic Goods Administration, Australia http://www.tga.gov.au/

= National Health Surveillance Agency, U.K. www.anvisa.gov.br

= Central Drugs Standard Control Organization, India http://cdsco.nic.in/
= Pharmacy & Poisons Board, Kenya www.pharmacyboardkenya.org

= National Pharmaceutical Control Bureau, Malaysia
http://portal.bpfk.gov.my/bpfk

= Health Sciences Authority, Singapore www.hsa.gov.sqg
= Medicines Control Council, New Zealand www.mccza.com

= Advertising Standards Authority of South Africa
http://www.asasa.org.za/Default.aspx?mnu_id=95

= Ministry of Health, Turkey www.saglik.gov.tr
= Ministry of Health, Ukraine www.moz.gov.ua
= State Pharmaceutical Expert Center www.pharma-center.org
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Key WHO Guidance Documents

The
IMPORTANCE
of PHARMACOVIGILANCE
Scfety Monitoring of medicinal poducis
The
SAFETY
of MEDICINES
@ IN PUBLIC HEALTH
L2 PROGRAMMES:
o Pharmacovigilance an assenfal fool
@ World Health
#E8 Organization

Passive Surveillance or Spontaneous
Reporting

= Health professionals and others encouraged to
report adverse events, but no other active
measures used

= Spontaneous reporting dependent on the
initiative and motivation of potential reporters

= |n spite of limitations, spontaneous reporting is a
key method of adverse events surveillance

Source: WHO. A practical handbook on the pharmacovigilance of antimalarial
medicines, 2007.

55



Report on Technical Assistance for Drug Information and Pharmacovigilance Activities of the
DI & ADR Centre in Vietham

Determining Causality of an ADR

Factors determining causality—

= Strength of the association

Consistency of the observed evidence

Temporality of the relationship

Dose-response relationship

Confounding factors

27

Classifying Causality of an ADR

= Certain causality. A clinical event (including laboratory test
abnormality) occurs in a plausible time relationship to drug
administration and cannot be explained by concurrent disease
or other drugs or chemicals; re-administration of the drugs
causes a similar reaction

= Probable or likely causality. A clinical event occurs with a
reasonable time sequence to drug administration and is
unlikely due to concurrent disease or other drug administration

= Possible causality. A clinical event occurs with a reasonable
time sequence to drug administration, but could be explained
by concurrent disease or other drug administration
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To assess the adverse drug reaction _please answer the following questionnaire and give the pertinent score.
Yes | No | Do Not Know | Score

1 Are there previous conclusive reports on +1 0 0 .
this reaction?

2 Did the adverse event appear after the +2 -1 0 .
suspected drug was administered?

3 Did the adverse reaction improve when the +1 0 0 .

drug was discontinued or a specific
antagonist was administered?

. 4 Did the adverse reactions appear when the +2 -1 0 .
N aranj O A D R drug was readministered?
5  Are there alternative causes (other than the -1 +2 0 .
- drug) that could on their own have caused
Pro babl | |ty the reaction?
6 Did the reaction reappear when a placebo -1 +1 0 .
S Cal e was given?
7 Was the drug detected in the blood (or +1 0 0 .
other fluids) in concentrations known to be
toxic?
8 Was the reaction more severe when the +1 0 0

dose was increased, or less severe when the
dose was decreased?
. . 9 Did the patient have a similar reaction to +1 0 0
Naranjo CA. Clin Pharmacol Ther the same or similar drugs in any previous
1981;30:239-45 exposure?
10 Was the adverse event confirmed by any +1 0 0
objective evidence?
Total Score

Total Score ADR Probability Classification
>9 Definite

5-8 Probable

1-4 Possible
<0 Doubtful

Case Study

= 52-year old Mr. Hung, a known case of chronic gout, was put
on allopurinol 200mg per day by his doctor, Dr. Hoa, a
consultant rheumatologist at hosptial “ABC” in Hanoi on Sep
18, 2009. To his much alarm, Mr. Hung noticed rashes all
over the body on Sep 23, 2009. Worried, he consulted Dr.
Hoa the same day, who suspected an ADR with allopurinol
and advised the patient to stop the medication immediately.
Mr. Hung'’s rashes slowly disappeared over the course of the
next few days of stopping the drug.

= Fill out the Vietham ADR form using this information and try to
determine causality for this case using the Naranjo Algorithm
given on the previous slide.
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Minimum ADR Reporting Requirements

According to WHO, these information are required
for ADR reporting—

Identifiable source of information or reporter

Identifiable patient

Name (s) of suspected product (s)
= Description of the suspected reaction(s)/event

= Reporter must be literate

[Py —r——r—— [ — Y
Far VOLUNTARY reporting of oY

MebWATCH e evens, prduc pblens and
e

The FDA Safety
Adverse Evant B

Page ___of

U.S.
MedWatch
ADR Form

(1)

] o mventn o PrevertPemar impamntEsrage Dovkss)
7] I T

I ASETYPE ORUSE BLACKTRE

T
Ovee (e
1Yoz o o i . Evter s vl Bdrass STFaproceseer

[£ Fotevant Temeiavorstory B, ek g

F. OTHER (CONCOMITANT) MEDICAL PRODUCTS
Precat hamsa s tepy o

42 2R it 3 )

TedonlCondiions 7 aaor.
EE G. REPORTER (See confidsntiaiity section on back)

C. PRODUCT AVAILABIITY

noteana ot £0s)

Ov Ow 0O
FORM FDA 3500 (1005)

T
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U.S.
MedWatch
ADR Form

(2)

ADVICE ABOUT VOLUNTARY REPORTING

Report adverse events, product problems or product
use erors with:
- Medizations (drugs or bidiogics)
+ Madicsl dvicss (inciuding in-viro disgnosti:s)
+ Gombination products (medcatin & medival dsvicss)
« Human oells, tiseuss, and cellular and izsue-basec!

Report even i
+ You're ot certin the prochict caused the vent

- Vou donithave all the details

ow to report:

dust il in the sactions that apply to your report

Use sestion D for all produsts excspt medicel devicas
- A i nesdedt

u
« Bpecial rubitiorel

el oo, i i)
+ Cosmets

Raportprocuctprebams iy, paromanca oo
such as:

- Buspested counteefeit prockict
- Buspested contaminaticn
- Questionatle stabilty

penerits
« Poor packaging o labsli
sm. L Tharapeuns aures (prosust it o)
Report SERIOUS adverse events. An event is serious
en the patient sutcome is:
- Daath
* Lile-threatering
* Hospitalization - i or proknged
* Disabilty or pErmanent damags
+ Gongenital anomalybirth defect
- Reqirsd intervention to prevent pemanent
impaimment or damage
- Other ssrious

- Use a ssparate form for eech patisnt
~ Report either to FDA of the manufacturer (or bort)
Other methods of reporting:
- 1-800-FDA0175 - To FAX rey
oo D stea . Totapot by fone
- www e, gowmedwatchisparthim — To repar online
W your repart invalves a serious adverse event with a
devics and it cocumed in & faclity outside & doctoes
effce, that lasiity may be legally required o report to FDA
andir the manufacturer. Please noiily the perscn in that e
tacility who wouk handle sush reporting
I your report invelves a serious adverse event with a
vaseine call 1-900-822-7967 1 report.

Confdentalty The patients idenly is huid in wict

niidence by FOA and protested 1o the fulst extent of
me Jow. FOA wil ol decloss the reporers ity
5 10 8 tecuest from the publs, pursuant lo he

Fraadom o niomatin he reportsr's. idenity,
incori oty o  slbagertr, Ty b shated i

The st rporng Surden for il of -1,.?.‘5-
g iatiens s g o et guhen
ofraren Sond et egoring

el BB L

ez Been o
o mamming o
R Burden imase 7y sches sxpac of

g s Bucden
it ond e s, Biezse DONOT. - .,

mu, e e Et o s cocon of

B Al Sty 443” i ks 1t S ok

U5, DEPARTMENT OF HEALTH AND §UWAN SERVICES
Foad and Drug Admin

e 6 e e e e e
T
R e

FORM FDA 3500 (10,5) (Back) Ploase Use Adress Prowded Eslow - Fold In Thirds, Tape and Mal
DEPARTMENT OF || | | |I va FosTase
HEALTH & EUMAX SERVICES o
Public Healh Sarvios TEnaraTeS
Food Do Adrintaton AP
Pockle, MD' 200 —
Offcil Business —
for Pivale Use $500 BUSINESS REPLY MAIL —
IFSTCLASSMAL  PEAMITNOL 845 ROGKVILLE MD —
—
—
MEDWATCH —
The FDA Safexy Reporsing Program
Food and Drug Administzation
5600 Fishers Lane

Rociville, MD 208529787

a4

U.K. Yellow Card (1)
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U.K. Yellow Card (2)

A5

Australian
ADR Form

(1)
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Report of suspectad resction to medicines or vaccines (“Blue card) version 0608

Further information/other comments:

‘Please note: The parsomal information 13 this form is collactad and used for tha Pruposs of assessing e safery of

‘medicines under the Thesapentic Geods Act 1989, The persaral informaticn s only disciosed: (1) to State and Termiory
Health De Immnisation S 5 15 2lezal
regurement t disclase 1t The reporter's detail darabase so that if farther

informarien is required.

ADR Form | —————--—-- o

‘You do not need to be certain, just suspicious!

Any 5 ot stetly confidential
Adverse drig reactiot: reports should’ . ‘medscines, vaccmes,
{mmedicn

pathic medcines. an spplements such a5 s and mineal
reactions relanive to medicme administration where relevant
‘The TGA pamicularly requests repors of:

= All suspected reactions 1o new medicines and vaccines

Al suspected reactions 1o Diugs of Current Tnterest listed in the Australian Adverse Drug Reactions Bullesin
All suspected drug imveractions
v " » Tabell

i which are suspected i ing 2 pasient's managemnt, includiag Tesci

suspeciad of causing death, dangar 1o life, admissior t hospiral. prolenzation of hespitalisation. sbzence Fom
daficts

‘productive aciity. increxsed mvesiizational of freaament cost, 214 bink

All raports are assessed by a health profes d entersd isto the Ausmal Drug Reacti

Fold here second,

P s
The Secretary ADRAC

Reply Paid 100

WODEN ACT 2806

Canada ADR Form
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SUSPEGTED ADVERSE DRUG REAGTION REPORTING FORM
India ADR Form

For voLuNTa
Central Drugs Standard Control Organization o ko
e v 1 sty S,

0 [Raporis
tessionals

i can

g

7o bz iled 1n by P
A Patient information

cenires recening me
Gent i 2 Aeeranl el lborary dala. houling dales
1. Paent Gzniner 2 g2 3 tme ot
n contidence s
B. Suspected Reaction

ials
Adverse
5. Dale of eacion slarted (33mmiyy)
5. Date of recovery (Tommyy:
7. Desobe reaciion or probem

macogiianz:
Torm.

o3 ]
(e slergies. race, pragnancy, smoking acohel Lse. nepallc!
eic)

4. Senousness of e reacion

= Conganit) snamay

Impam =
C ot fspesty)
O Reometrg 3 Lninown
O Recoerd 3 Olher specty]
Therapy Bt 1o, | Ressen or Use
e (b 2 | oxp pate | pose | mouse | ve auratin
o (20 Tx generc| e | PLANO | ek | e | med | = .
o hroan) Dae sred | Daeswppea | Peesrbedtor
'
v
w
w
5 eseson Shated afer g S1opot o Goee rEAUGEd T ascion resppsaren STE NGOG
hoperc [ ves o T nn | A | R | Ve | o | omtomn || vl e |
[ I I I I
T | I | I | I I
o | I | I | I I
] I [
T1.Conamiart, Mmedcal proguss and Iheragy Gales Mcludng S
‘medicaton a1 NS [aTEdSs (exclas Toss Usea 10 eat
reacton)

(mnv' first page)

15. Name and Profezsiona Adaress:

B oo Ema:
e Mo / Tel Mo, wih STD Cog:

Spsvlny.
T7. Qeaman

sigratre

T, Date of i regd (admyy)

Kenya ADR Form
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Namibia ADR
Form

Nepal ADR
Form
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Saudi ADR
Form

Saudi
Pharmaceutical
Products
Quality Form
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South Africa
ADR Form
and Drug
Quality
Problem
Report Form

Tanzania ADR Form (1)

REPORT OF SUSPECTED ADVERSE DRUG REACTION : ‘ ‘ ‘ ‘ ‘ ‘ ‘
INCLUDING BIRTH DEFECTS
TANZANIA FOOD AND DRUGS AUTHORITY
Note: Identites of reporter, patient and institution will remain cozfidential 2
3.

PARTICULARS OF PATIENT

Patient Initials or Recs Bax: . OF ADVERSE REACTION
o e[ ] v
Date of Birh (DDA YETY) o5 g Weight n kg [
Fearton reappeared s oot GaE 0% O [ e
DETAIL OF ADVERSE DRUG REACTION
T o conele e reacion o B serione” ka =
Headache Shock  amaphiens Sommeh | Date Besciom
= J = [ T yes. please indicate why obe Tick allH T
=) [ Pesient Disd due to resction ] Fequived or prolong=d bospitalizetion.
Disrrhos Nauzes or yosting Ormere
fpr— ceus e dcatilis o incapacity
‘Description of reaction (if possible) Stopp ] ]
[ Cases 2 o [ s pesses

Tosatment of sfverss reazion Yor L] o] (fyes please spaciiy)

Other relevant informarion: ¢ g mesieal history. ellergies, pregnancy, ameking. aleohal uss, exc. Please enclose any relevant
Iaboratory results including dates (if done)

Cuisome of tae peaction. | Not 7ot recovered Temverza | Faral (Do e deatay — 1 7 —

V. PARTICULARS OF REPORTER (H! .TH CARE PROVIDER)

Name: _ __Profession. Name and Address of the
IIL DETAILS OF SUSPECTED DRUG (3) AND ALL OTHER DRUGS USED . o ‘health facility.
—— e e e e e . —
(P A Eapiry de ComactphoneNo:________ E-mail .
Kncm) S b /) -

Fknewn -
1 Signature: _ _ Date of this report.______
s ik s
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Zambia Pharmacovigilance Centre (ZPVC) in Lusaka.
ADR Case Report Form
For adverse drug event and product quality problem reporting [ T

n ehe WHO

Broduct available for

l

All information provided here will be treated as strictly confidential

CLIENT INFORMATION REPORTING DOCTORPHARMACIST:

[Name (or inicialsy: Age: ‘Weighe fl

s [M JFJueme. « i female) DoB:../ Heighe tem): Mame
Quaications

ADVERSE EVENT/PRODUCT QUALITY PROBLEM Address

‘Adverse crent! | | andior product qualicrproblem? | | Date of onset of reaccion:

Time of onser of rescion: _h__min

Dsscription of raseion or problam (Includs relavans teseslab dacs, inchuding Sacss): Sigmatwre Dt
Telephone na,

1. MEDICINESIVACCINES/DEVICES (include

Trads Name & Basch Ne. Daily

(Bsterisk Suspected Product) | Dessge Route | Date Stareed | Scopped | Reasons for Use

“This report does mot consitute an admission that medical personnel or the
product caused or contribeted to the event.

ADVERSE REACTION OUTCOME (Check all that apply)

Jscen s thraasaningsuam:

s [

e p— char

Wwo4 yav elquez

on rechtongo: Rocoverca: N

ey M N

resiced bisrvantion

mesimandmge

COMMENTS: (e, reievars hiscory, slergis, revicus exposure, Easefine test resuls, b it

2. PRODUCT QU
Dosage Form
Trade Name Baceh & Strengtn

ame of ste

Ste's repart code:

Center's report code:
(managod By Cantars raco

Vietham .
ADR I
Form (1)

Sor [ D s llergy rscion
Che [T MGk [ Yew

‘Descripaon of ADF. manifesaion and commens (i

drugs suspectedly ca

Stemgr | D Foutof | Tresmuant penod Reasons
b st | (e, monh vear) using drug

concent ration

nnon S End

Msnnfacrurer’s information (or importers, distributors) of ADR. suspected drug (Name, address, batch, expiry date)

Re-use the Gruss D cccurence of old sypom
D o occurrence of old symptom

III_Simultaneons drugs and history of diseases.

s and dates o vz (excuding aliergic weatmant di

Cher relevant disesse (clinical dagnasis

llergic. pregnant e .}
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Vietham
ADR
Form (2)

Assess the relation berween drugs and ADR. ‘Healta site's opinicn Expert’s opinion
1. Cemin o
2. Probabi

oooooa

fffff

Nae: Tide

Tel Faz:

E-tuail address Reporttime: 0 Firse /D Addsions
Dtz of raport Sigmanme:

ADR Report should be sent to one of these addresses

'C REACTION REPORTING CENTER DRUG INFORMATION AND ADVERSE DRUG REACTION
\{ DRUG ADMINISTRATION REFORTING CENTER. SOUTHERN AREA
"~ Ba §ink - Ha

2 §inh - Hanoi 300 Co Bac, Dis. 1, HOMC — Vismam
12 - Fox: 04, 8234758 B 02.8.373331 - Fax: 08.8367000

1. This regors shauld be sent simultaneously to ADR Center. mamyfacrurer and recorded ar the heaith sie
2. Reports afer being hacked by ADR experts will be responded awwally fo e

Revisiting the Vietham ADR Form

= What are commonalities and differences among
different ADR form examples?

= What key fields are essential for the Vietnam
ADR form?

= Are there any specific ideas in the example
forms to adapt and incorporate into a revised
Vietnam form?
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Reasons for Underreporting ADRs

= Lack of awareness of ADRs by health care
professionals

= Lack of reporting by pharmaceutical industry (often
not mandatory)

= Lack of priority-setting within national drug
regulatory authority and public health programs

= | ack of technical and financial resources

= Weak organizational structure, leading to uneven
distribution to and collection of ADR forms

How to Stimulate ADR Reporting
= Incorporate PhV into health care teaching curricula
(physicians, pharmacists, nurses, etc.)

= |nstitute mandatory ADR reporting by pharmaceutical
industry

= Increase collaboration with MoH public health programs

= Increase ADR awareness among health professionals
and the public

= Make ADR forms available to each health facility
nationwide

= Establish regional networks and facilitate communication
among them
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Spontaneous Reporting in Mozambique (1)

= Spontaneous ADR reporting using “yellow cards”
introduced in two rural districts of Mozambique after
training for 35 health professionals

= Ongoing challenges included remote location, poor
telecommunication services, and a low level of health
professional education

= Trained professionals included 3 doctors, 2 technicians,
24 nurses, 4 basic healthcare agents, and 2 pharmacy
agents

= Professionals trained to diagnose, treat, and report
ADRs to all medicines using the yellow card

Source: Esperanca S et al. Drug safety 2008 31(10) 867-876

Spontaneous Reporting in Mozambique (2)

= Routine site visits identified and clarified problems with
filling and sending the forms

= One focal person in each district facilitated
communication between health professionals and the
National Pharmacovigilance Unit

= 14 months after the training, professionals had submitted
67 ADR reports

= Authors’ conclusion: “training, quality-assurance visits,
and the ongoing presence of focal persons can promote
reporting and improve the quality of the reports
submitted”

Source: Esperanca S et al. Drug safety 2008:31(10) 867-876
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Active Surveillance (1)

= Active (proactive) measures to detect adverse
events involves a system of managing active
follow-up after treatment

= |Information on events captured by asking
patients directly or checking patient records

= Best done prospectively

Source: WHO. A practical handbook on the pharmacovigilance of
antimalarial medicines, 2007

Active Surveillance (2)

= Cohort event monitoring is the most

comprehensive method

= Intensive Medicines Monitoring Program in New Zealand

= Prescription Event Monitoring in England
= Other methods

= Registers

= Record linkage

= Screening of laboratory results

Source. WHO. A practical handbook on the pharmacovigilance of
antimalarial medicines, 2007
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6-month descriptive study to
compare adverse drug events
(ADESs) detected by
spontaneous reporting (SR)
and by active surveillance (AS)
among 176 in-patients taking 3
newly marketed drugs —
torsemide, cilostazol,
rosuvastatin — at Christian
Medical College Hospital,
Vellore, India

Hospital-based Active Surveillance to
Monitor Safety of New Drugs (1)

All patients taking any one of
the 3 drugs enrolled for AS
based on in-patient
prescriptions dispensed by
hospital pharmacy

A pharmacology resident
doctor (associated with the
hospital ADE monitoring
centre) followed up the in-
patients until discharge

Source: Subbanna PK, Chandy SJ. Role of active
surveillance in improving hospital adverse drug event
monitoring. Indian J Pharmacol 2006;38(5) 363-364.

Physicians’ notes, nurses’
notes and investigational
reports attached to the
patients’ charts reviewed

Direct patient interviews using
a questionnaire also
conducted

Naranjo algorithm score used
to assess causality of each
suspected ADE

Only definite (>9), and
probable (5-8) events taken
into consideration

Hospital-based Active Surveillance to
Monitor Safety of New Drugs (2)

7 ADEs were detected in 7
patients through the SR system,
while 52 ADEs were detected in
37 patients through AS

Authors’ recommendation —
“supplement spontaneous
reporting-based hospital ADE
monitoring systems with an
active surveillance system to
monitor the safety profile of
newly marketed drugs”

Source: Subbanna PK, Chandy SJ. Role of active
surveillance in improving hospital adverse drug event

monitoring. Indian J Pharmacol 2006;38(5) 363-364.
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Introducing Active Surveillance into
Public Health Programs

= Public health programs need to systematically integrate
pharmacovigilance systems into programs because—

= Rapid scale-up of treatment occurring in major public health programs
such as HIV/AIDS, TB, and malaria

= New essential medicines (e.g., antiretrovirals, artemisinin-based
combination therapies) used widely

= High level and long term adherence required (e.g., HIV/AIDS and TB);
lack of local ADR data, co-medications required
= Collaboration between public health programs, national
pharmacovigilance centers, drug regulatory authorities,
and other partners central to success

Benefits of PhV in Public Health Programs

= Create awareness of safety issues

= |dentify new ADRSs specific to antiretroviral therapy
(ART), artemisinin-based combination therapy, and
reserve TB medicines

= Monitor known ADRs

= Provide evidence for updating standard treatment
guidelines to enhance therapeutic success

= Track and report toxicity-related changes in drug
regimens

= Counteract myths
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Comprehensive Monitoring Approach Using
Passive and Active Surveillance

Non-specific

Spontaneous Reporting -
populations

Approach

Passive Surveillance

Specific

Cohort Event Monitoring, Use .
populations

of Sentinel Sites, Registries

Active Surveillance

Pharmacovigilance in Vietham’s ART
Program

= Emphasize and use spontaneous monitoring

= Link spontaneous reporting in the ART program
to the national system

= Generate signals for antiretroviral and
opportunistic infection medicines

= Use active surveillance to enhance system
= Monitor sentinel sites
= Monitor cohort events
= Maintain registries
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The Pharmacovigilance Process

Reporters

Doctors Reporting (Signal Detection and Generation)

’:ha"mac'Sts Report side effects and suspected

urses

Other HCWSs adverse events

Consumers l
Evaluators Data Collation (Signal Evaluation) Pharmacovigilance
Medical Specialists PR . Center
Clinical Collate data, conduct initial analysis .

! | < Drug & Therapeutic
Pharmacologists C i
) Causality Analysis and Risk Determination ommittees

Pharmacists Y Y Safety Advisory

Epidemiologists Establish causality or determine if further
epidemiologic studies are required to establish association

| ;

L Committees

Regulatory authority

Decision-making and Appropriate Action Industry
Package insert amendments, warnings, scheduling changes, |\ Health services
risk management, market withdrawal, product recall, etc. Professional groups

Advisory Committees

Key to Success: Communication,
Coordination, and Response

Response

Coordination and
Feedback loops

Communication and
reporting channels
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Table 2 Communicating messages about

medicine safety

Vehicle Issued by

'Dear Doctor’ letters Pharmaceutical manufacturers

Medicine alerts National health authorities

Media statements National health authorities/
pharmacovigilance centres

Patient information leaflets Pharmaceutical manufacturers/
national health authorities/
pharmacovigilance centres

Newsletters National pharmacovigilance centres

and WHO
Personal feedback to reporters National pharmacovigilance centres

The Erice Declaration 1997 (1)

= Drug safety information must serve the
health of the public

= Information to be ethically and effectively
communicated in terms of content and
method

= Facts, hypotheses and conclusions
distinguished

= Uncertainty acknowledged

= Information provided in ways that meet
both general and individual needs

= Education in the appropriate use of
medicines is essential for the public,
patients and health care providers

Source: http://www.who-umc.org/DynPage aspx?id=22690
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The Erice Declaration 1997 (2)

= Education requires special committment
and resources

= Information on medicines directed to the
public should be balanced with respect to
risks and benefits

= All evidence needed to assess and
understand risks and benefits must be
openly available

= Constraints which hinder communications
should be recognised and overcome

Source: http://www.who-umc.org/DynPage.aspx?id=22690

Risk Management (1)

= “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 interventions”

- “Guideline on Risk Management Systems for Medicinal Products for Human
Use”, CHMP, EMEA, 2005

= FDA and EMA are giving heavier emphasis on “risk
management” covering the entire life-span of a drug to
minimize safety problems*

FDA = Food and Drug Administration, USA
EMA = European Medicines Agency

* Cobert BL. Manual of drug safety and pharmacovigilance. Boston:
Jones & Bartlett Publishers, Inc., 2007.
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Risk Management (2)

= Risk management represents a fundamental paradigm
shift from a passive information-oriented approach to
one of action and accountability for the safe use of
drugs within the marketplace*

= Emphasis is increasing toward:

promoting safety and preventing risks

taking a “proactive” rather than a “reactive” approach

planning and implementing “risk management” strategies

*Perfetto EM et al. Drug Information Journal 2003;37:127-134.

FDA Risk Management Framework

URL: http //www.fda.gov/Safety/SafetyofSpecificProducts/ucm180582.htm
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US FDA Structures for Risk
Management and Risk Communication

= DrugWatch http://www.fda.gov/safety/medwatch/default.htm

= Risk Minimization Action Plans (RiskMAPS)

http://www.fda.gov/ohrms/dockets/ac/05/briefing/2005-
4136b1 03 Risk%20Minimization%20Action%20Plans.pdf

= Risk Evaluation and Mitigation Strategies (REMS)
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetylnformationforPatientsan
dProviders/ucm111350.htm

= Medication guides and patient labeling
http://www.fda.gov/Drugs/DrugSafety/ucm085729.htm

Examples of RiskMAP — Goals and

Objectives
Clozapine No agranulocytosis WBC monitoring
Lindane Minimize CNS toxicity No misuse (overdose
and death or extended use)
Thalidomide No fetal exposure Pregnancy prevention
and monitoring for
pregnancy

Source: Karwoski CB. Presentation on “Practical Experience with Risk
Management Plans in the US”, DIA 42" Annual Meeting, Philadelphia,
2006.

78



Report on Technical Assistance for Drug Information and Pharmacovigilance Activities of the
DI & ADR Centre in Vietham

Examples of Approved Risk Evaluation
and Mitigation Strategies (REMS)

URL:
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetylnformationforPatientsan
Providers/ucm111350.htm

Minimizing Risk Through Proactive
and Preventive Measures
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Implementing a Comprehensive PhV System:
Steps for Success (1)

= Recognize and build on foundations that already exist

= Introduce PhV as value added to ongoing initiatives, rather than a
“new” and “competing” initiative

= Prioritize identified interventions and adopt a realistic and phased
approach in implementing them

= Pay attention to developing policies, guidelines, and SOPs, but also
enforcing them

= Capitalize on opportunities to support system strengthening to bring
lasting results

= Use public health programs to catalyze PhV and link with national
system

Implementing a Comprehensive PhV
System: Steps for Success (2)

= Improve coordination among key stakeholders

= Exploit opportunities for integrating PhV functions in existing
tools and software

= Ensure private sector participation from the beginning
= Ensure ongoing supervision and monitoring for better results

= Mobilize and coordinate with donors and diversity funding
sources

= Strengthen governance, transparency, and accountability on
PhV matters
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ANNEX 5. SUGGESTED REVISIONS IN VIETNAM’S ADR REPORTING FORM
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ANNEX 6A. STANDARD OPERATING PROCEDURE FOR THE PLANNED QUESTION-
ANSWER SERVICE

Vietnam Ministry of Health
National DI&ADR Centre

LOGO

Standard Operating Procedure (SOP) for Question-Answer Service

1. While in the office keep a pen and the question-answer (QA) form close to you or stay
close to the computer that has the soft version of the form.

2. When a phone comes answer the call by 5 rings. During office hours, if you are not
available when the phone comes, listen to the voice message recorded on the answering
machine as soon as you come back and plan to reply within half an hour of receiving the
call. If the phone comes outside office hours then check the answering machine first thing
next morning and give a call back immediately.

3. While answering the phone, greet courteously and identify who you are.

4. Ask the caller to hold on saying that you want to pull out the QA form. While saying this,
pull out either the electronic or hard copy of the form.

5. If an inquirer comes to the DI& ADR Centre in person, greet courteously and pull out
the QA form

6. Ask the inquirer’s name, profession, addresses, phone, email and other contact details as
indicated in the form and fill the appropriate fields on the form

7. While having this conversation, indicate in the form the date of inquiry and the mode of
enquiry (phone, fax, letter, email, etc).

8. Then ask and record the inquirer’s question carefully.

9. Ask and record any patient-related data (as specified in the form) if the question is related
to a patient.

10. Ask how urgent the question is. After determining the speed with which the response
would be needed, agree on the date and time by which response will be provided.

11. End the conversation and say goodbye (keep on the conversation if necessary).

12. Then indicate on the form which category the question belongs to (e.g., therapy, dose,

contraindication, ADR, use in pregnancy, cost, etc)
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13.

14.

15.

16.

17.

18.

19.

20.

21.
22.
23.

24,
25.

If you have used a paper version, transcribe the information immediately into the
electronic version of the form.

If you have received the question via email, fax or letter, transcribe the question and
details of the inquirer into electronic form. If there is any confusion or missing
information, contact the enquirer to clarify or fill the missing information.

Assessing from the category of the question, determine which resource would be
appropriate to check first and begin your search with the sources you already have in the
Centre. Depending on the need do an additional Internet search, and if necessary, contact
a specialist who is in your Centre’s Expert Consultancy or Advisory Panel (for a
specialized question).

After you have gathered the necessary facts, formulate the response in a clear and concise
manner. Make sure that you can back up your writing with dependable references. Cite
them in full at the end of the response.

Review your response one last time before sending it to the inquirer, especially doses,
route of administration and other sensitive pieces of information in which errors are
likely to occur.

Send the response through the channel that was predetermined with the inquirer (email,
fax etc).

If you provide a phone or other verbal response, make also a written copy and send it
later through an appropriate channel (except in cases where the question was of a very
minor type).

In case you are unable to deliver the response by the agreed time, give a polite call to the
inquirer, explain the cause for the delay, and mutually agree on the new date and time of
delivery

As soon as you send the response, register/log the question and answer in the database.
Make sure all patient-related questions and information are kept strictly confidential.
Print a hard copy of the completed response and put it systematically in the “Archives
Folder”.

Use all available opportunities to follow up on the response provided.

Make sure to keep an updated back up of all the electronic files related to the QA service.
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ANNEX 6B. QUERY RECORDING/ANSWERING FORM FOR THE PLANNED
QUESTION-ANSWER SERVICE

...Continue on the next page if necessary
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ANNEX 7. MATRIX OF KEY STAKEHOLDER GROUPS RELATING TO DRUG INFORMATION AND PHARMACOVIGILANCE
ACTIVITIES IN VIETNAM

Vietnam Stakeholder Analysis (Drug Information, Drug Safety, and Pharmacovigilance)

Stakeholder
(SH)

What are the drug information, drug safety, and pharmacovigilance
related needs of this person/group?

How can this person/group contribute to drug
information, drug safety, and pharmacovigilance
activities of the National DI&ADR Centre?

Name of relevant persons
in this SH group for drug
info, drug bulletin, and
pharmacovigilance

Physicians

- Comparative information on efficacy, safety and cost

- Drugs of choice

- Drug-drug, drug-food, drug-lab interactions

- Prescribing for patients with specific conditions (hepatic disease, renal
failure, pregnancy, lactation, neonates and children, elderly)

- Compatibility of IV drugs with different IV infusions

- Standard treatment guidelines(including those in public health programs)

- Treatment failure and drug resistance information

- Adherence (compliance) to treatment

- Prescribing and cost information on newly marketed drugs in Vietham

- Drugs withdrawn in Vietnam due to safety/quality reasons

- New indications of existing drugs

- Contraindications

- Product quality

- Availability of items

- Generic substitution/therapeutic interchange

- Drug promotion

- Global safety warnings relating to medicinal products and vaccines (from
WHO and other competent authorities)

- Recent issues related to safety/prescribing in neighboring countries

- Medication errors (focusing on prescribing errors)

- Results of recent clinical trials and summaries of meta-analysis by bodies
such as Cochrane

- Information on drug use evaluations and trends in prescribing in Vietham

- Monitoring of patients on high-risk medicines

- Sources of prescribing and safety information

- In-country information on adverse events relating to drugs and vaccines

- Sharing experiences of local safety/ADR and treatment
failure issues

- Reporting of medication errors

- New treatment approaches

- Drug resistance (microbiologist, prescribing clinicians.
etc)

- Toxicology and forensic issues related to medicines;

- Advisory role for the drug bulletin

- Expert panelist for question/answer (QA) services

- Advocacy for the Centre

- Writer for the bulletin on treatment, medicine safety,
treatment failure issues

Fill names of
relevant persons
here

Pharmacists

- Formulary and other activities of Drug and Therapeutics Committees
(DTCs)

- Sharing database of DUE in hospitals
- Facts from routine practice related to safety, self-
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Stakeholder
(SH)

What are the drug information, drug safety, and pharmacovigilance
related needs of this person/group?

How can this person/group contribute to drug
information, drug safety, and pharmacovigilance
activities of the National DI&ADR Centre?

Name of relevant persons
in this SH group for drug
info, drug bulletin, and
pharmacovigilance

Comparative information on efficacy, safety and cost

Drug-drug, drug-food, drug-lab interactions

Prescribing for patients with specific conditions (hepatic problems, renal
failure, pregnancy, lactation, neonates and children, elderly)
Compatibility of IV drugs with IV infusions

Standard treatment guidelines (including those in public health programs)
Drug resistance information

Adherence (compliance) to treatment

Newly marketed drugs in Vietham

Drugs withdrawn in Vietham due to safety/quality reasons

New indications of existing drugs

Contraindications

Monitoring of patients on high-risk medicines

Product quality

Availability of items

Techniques of administration of special dosage forms of medicines
Generic substitution/therapeutic interchange

Global safety warnings relating to medicines (from WHO and other
competent authorities)

Recent issues relating to safety/prescribing in neighbouring countries
Medication errors (focusing on dispensing errors)

ABC/VEN analysis

Patient counseling, language barriers

Over-the-counter (OTC) drugs

Controlled substancesMedicines requiring special storage, devices for
administration in Vietnam

Storage problems in Vietnam

Drug promotion

Sources of drug and safety information

In-country information on adverse events relating to drugs and vaccines
Vietnam pharmaceutical rules and regulations

medications, drug information requested of them, drug
interactions

Medication errors

OTC drugs, fake/counterfeit drugs

New drugs manufactured in Vietham
Prescribing/dispensing analysis and feedback
Controlled substances

Advisory role for the drug bulletin

Expert panelist for question/answer (QA) services
Advocacy for the Centre Promotion and distribution of
ADR form

Information on prescribing adherence to local standard
guidelines

Drug use indicator studies (prescribing indicators,
patient care indicators, facility indicators)

Information on rug availability, price, dose, interactions,
etc

Medicine safety issues and warnings

Writer for the bulletin on treatment, medicine safety,
treatment failure issues

Nurses

Drug information about dosage, indication, and contradiction
Techniques of administration of special dosage forms of medicines
Compatibility of IV drugs with IV infusions

Information on drug efficacy, safety and cost

Drug-drug, drug-food, drug-lab interactions

Reporting adverse drug events

Advisory role for the drug bulletin

Expert panelist for question/answer (QA) services
Advocacy for the Centre

Writer for the bulletin on treatment, medicine safety,
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Stakeholder
(SH)

What are the drug information, drug safety, and pharmacovigilance
related needs of this person/group?

How can this person/group contribute to drug
information, drug safety, and pharmacovigilance
activities of the National DI&ADR Centre?

Name of relevant persons
in this SH group for drug
info, drug bulletin, and
pharmacovigilance

- New indications/contraindications of existing drugs.

- Medication errors (prescribing, dispensing, and administration errors)

- Newly marketed drugs in Vietnam

- Drugs withdrawn in Vietnam due to safety/quality issues

- Patient counseling, and treatment adherence

- Monitoring of patients on high-risk medicines

- Sources of drug information, particularly those on techniques of drug
administration and compatibility

- In-country information on adverse events relating to drugs and vaccines

treatment failure issues

Public health
professionals

- National and program-specific recommended treatment regimes

- Availability and use of essential medicines lists and standard treatment
guidelines in public health facilities

- Newly marketed drugs in Vietham

- Drugs withdrawn in Vietnam due to safety/quality issues

- Global safety warnings relating to medicines and vaccines (from WHO and
other competent authorities)

- Treatment switches in public health programs due to adverse drug
reactions, and treatment failures

- Mass treatment program success stories

- In-country information on adverse events relating to drugs and vaccines
used in public health programs

- Local epidemics

- Drug donation

- Advisory role for the drug bulletin

- Expert panelist for question/answer (QA) services

- Advocacy for the Centre

- Sharing pharmaceuticals related experiences in public
health programs and the community

- Epidemic issues, medicine safety scare issues in the
communities etc

- Writer for the bulletin

Drug traders
(wholesalers,
retailers)

- Information on efficacy, safety and cost

- Vietnam pharmaceutical rules and regulations

- Information about new drugs

- Information relating to availability, procurement, transport, distribution,
storage, and prices of medicines and vaccines

- Information on manufacturers and distributors

- Information on adverse events and treatment failures with products that are
being dealt with by the concerned drug traders

- Package inserts/patient information leaflets from different countries

- Facts and figures about drug availability, sale etc
- Confusing names of medicines
- Medication errors
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Stakeholder
(SH)

What are the drug information, drug safety, and pharmacovigilance
related needs of this person/group?

How can this person/group contribute to drug
information, drug safety, and pharmacovigilance
activities of the National DI&ADR Centre?

Name of relevant persons
in this SH group for drug
info, drug bulletin, and
pharmacovigilance

Drug
manufacturers

Information about ingredients, excipients, formularies

Information about clinical trials

Good manufacturing, laboratory, and storage practices
Prequalification schemes

Drug quality and counterfeit issues

Information on adverse events and treatment failures with products
supplied by the concerned manufacturer

Drugs withdrawn in Vietnam due to safety/quality issues

Global safety warnings relating to medicines and vaccines (from WHO and
other competent authorities)

Package inserts/patient information leaflets from different countries
Vietnam pharmaceutical rules and regulations

Drugs/vaccines withdrawn due to safety/quality reasons.

- Information about new drugs
- Reporting ADR

Patients and
the community

Adequate counseling on the prescribed drugs

Provision of adequate information in local languages on OTC drugs
Responsible and informed self-medication

Appropriate health seeking behavior

Call centers that answer questions from patients/consumers
Public- and patient-oriented drug bulletins and information leaflets
Information on dependable sources of information on medicines

- Advocacy for the Centre
- Reporting ADR

Media/ Facts, figures, and stories related to medicine-related policies, availability, - Contributing articles

journalists use, controversies etc - Help in dissemination/ public sensitization of topics
Information on dependable sources of information on medicines and related to rational use and safety of medicines
medicine safety
Resource persons and call centers that the media personnel can contact
for preparing reports or write-up on medicines and medicine safety

Public and Standard treatment guidelines and recommendations (including those - Supporting ADR reporting in Vietnam

private health from the public health programs) - Collaboration for bulletin production

facilities National medicine policy - Advocacy for the Centre

DUE in Vietnam

Global safety warnings (from WHO and other competent authorities)
Information relating to availability, procurement, transport, distribution,
storage, and prices of medicines and vaccines
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Stakeholder
(SH)

What are the drug information, drug safety, and pharmacovigilance
related needs of this person/group?

How can this person/group contribute to drug
information, drug safety, and pharmacovigilance
activities of the National DI&ADR Centre?

Name of relevant persons
in this SH group for drug
info, drug bulletin, and
pharmacovigilance

University/
training
institutes
(medical,
nursing,
pharmacy, public
health, others)

- Training about drug information and pharmacovigilance

- Recent issues relating to drug information and pharmacovigilance

- Drug information and pharmacovigilance related pre-service and in-service
curricula for various categories of health professionals from different
countries

- Treatment regimens of public health programs

- Advisory role for the Centre

- Expert panelist for question/answer (QA) services

- Advocacy for the Centre

- Writer for the bulletin on treatment, medicine safety,
treatment failure issues

- Orienting students about the functions and benefits of
the Centre

Drug and - Standard treatment guidelines and recommendations (including those - Advisory role for the drug bulletin
Therapeutics public health programs) - Technical support for question/answer (QA) services
Committees - Newly marketed drugs in Vietham - Advocacy for the Centre
(DTCs) - Drugwithdrawal due to safety/quality reasons in Vietnam - Collaboration with the Centre in technical issues relating
- New indications/contraindications of existing drugs to drug information, treatment regimens, STGs, drug
- Drug information including quality,availability and price of locally available formularies, DUEs, ADR monitoring, drug safety
products promotion, etc
- Global safety warnings (from WHO and other competent authorities)
- Recent issues related to prescribing in neighboring countries
- Medication errors
- Recent meta-analysis review (e.g. from Cochrane)
- DUE, trends in prescribing, and other pharmaceuticals related reports in
Vietnam
Public health - Treatment regimens, treatment switches, treatment failures etc from public | - Supporting Pharmacovigilance
programs health programs of neighbouring countries - Sending relevant treatment regimen, treatment failure,
(HIV/AIDS, TB, - Recommendations from WHO and other global bodies that have a bearing treatment switches, and ADR information to the Centre
malaria, on the individual public health programs - Sharing experiences from their fields
others) - Issues related to adherence, interactions etc from the recommended - Advisory role for the drug bulletin
regimens - Expert panelist for question/answer (QA) services
- Success stories and strategies from other countries and regions - Advocacy for the Centre
- Writer for the bulletin on treatment, medicine safety,
treatment failure issues
Drug - New approvals, withdrawals, newer indications, restrictions, etc related to - Information about new drug approval, drug withdrawals,
Administration those medicines in the US, Europe and other countries that are of banned items, indication/restriction related to
of Vietnam relevance to Vietnam; New regulations; medications in Vietnam, etc
(DAV) - National medicine policy - Information about recent progress,changes, and

- Access to medicines

revisions relationg to regulatory and National Medicine
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Stakeholder
(SH)

What are the drug information, drug safety, and pharmacovigilance
related needs of this person/group?

How can this person/group contribute to drug
information, drug safety, and pharmacovigilance
activities of the National DI&ADR Centre?

Name of relevant persons
in this SH group for drug
info, drug bulletin, and
pharmacovigilance

- Drug quality; stories regarding successful implementation of essential
drugs policy

- Traditional/herbal medicines — efficacy and safety issues

- GMP/GSP/GPP/GLP/GCP issues

- Drug prices (in neighbouring, and other resource limited countries)

- Issues related to drug regulation/promotion/donation etc

- lllegal pharmaceutical marketing through the Internet

- Prequalification schemes

Policy (NMP) issues;

- Information relating to herbal/traditional medicines

- Information on drug import, export, local manufacture
etc

- Pharmaceutical product quality issues in the country and
the region

- Information sharing on regulatory actions against
traders, manufacturers or healthcare professionals that
have larger public health significance

- Changes in drug law, registrations etc

- Sharing of information on medication error incidents

Medical service
Administration
(MSA)

- Standard treatment guidelines and recommendations (including public
health programs)

- New indications/contraindications of existing drugs

- Global safety warnings (from WHO and other competent authorities)

- Recent issues related to prescribing in neighbouring countries

- Advisory role for the drug bulletin

- Expert panelist for question/answer (QA) services

- Advocacy for the Centre

- Writer for the bulletin on treatment, medicine safety,
treatment failure issues

National
DI&ADR Centre

- Drug information and pharmacovigilance resources (local publications,
local facts/figures, local research findings,

- Local changes in treatment

- Access to international bulletins

- Capacity on critical analysis

- Developing SOPs, quality assurance oversight etc in its
drug information and pharmacovigilance activities

- Effectively coordinating with all relevant stakeholders
inside the country, in the region, and globally

Development
partners, WHO,
donors, INGOs,
NGOs

- Facts and Figure about reality of health in Vietham

- Statistics regarding prescribing, dispensing, ADRs, and other aspects
relating to pharmaceuticals in Vietham

- Treatment regimens and plans within public health programs

- SWOT analysis of the pharmaceutical sector in Vietnam, and clear
articulation of the highest areas of need, specifically relating to drug
information and pharmacovigilance

- Technical assistance

- Training

- Support with resources

- Linkages with other relevant bodies in other countries
and regions

Health
professional
associations
(Medical,
Pharmacy,
Nursing...)

- Standard treatment guidelines and recommendations (including public
health programs)

- Newly marketed drugs in Vietnam; drugs withdrawal due to safety/quality
reasons in Vietnam

- New indications/contraindications of existing drugs

- Quality, availability and other aspects of marketed items

- Global safety warnings (from WHO and other competent authorities)

- Recentissues related to prescribing in neighbouring countries

- Help with dissemination and distribution of DI&PV
bulletin through their regular mailing

- Give mini-talks during their professional meetings

- Help with fund-raising and donations for the Centre

- Coordinating public debates on specific pharmaceuticals
and treatment related issues that are locally relevant

- Sharing documents/guidelines

- Contributing articles under the professional association
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Stakeholder
(SH)

What are the drug information, drug safety, and pharmacovigilance
related needs of this person/group?

How can this person/group contribute to drug
information, drug safety, and pharmacovigilance
activities of the National DI&ADR Centre?

Name of relevant persons
in this SH group for drug
info, drug bulletin, and
pharmacovigilance

- Medication errors

- Recent meta-analysis reviews (e.g., from Cochrane)

- Issues related to prescribing, dispensing, and administration of medicines
in the local context

- SOPs, good practices, evidence-based medicine

- Topics and information relating to trainings, including training of trainers, on
medicine prescribing, dispensing, and administration

- Local information on medication errors and medical negligence

banners

- Advisory role for the drug bulletin

- Advocacy for the Centre

- Collaborating with the Centre for trainings, including
TOTs
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ANNEX 8. SUGGESTED CHANGES IN THE CONTENT AND FORMAT OF HUP’S
CLINICAL PHARMACY INFORMATION BULLETIN (DUOC LAM SANG)

Design, Format, Content of the Vietnam DI & ADR Centre’s Bulletin

Element Current Recommended for future
Name Clinical Pharmacy Information Drug Information and Drug Safety
(Rational use of drugs) Bulletin

Size A4 A4

# of pages 32 4 (ideal) up to 8 pages (maximum)

Columns per 01 02 -03

page

Color B&W Color

Content Drug Information (80%), ADR (20%) | Drug Information & Therapeutics
(60%)
Drug Safety (40%)
50%-50% after 1 — 2 years

Text size Vn. Arial, Vn. Times 11-13 Text size big enough to read
comfortably

Graphics No graphic, no picture (or rarely) At least 1 graphic (or picture) per

issue

Editorial group

Representative

Selection to be done to ensure that
all the members of the group are
“action people”

Editorial
advisory group

Widely represented

Large enough to make the group
multidisciplinary (physicians,
pharmacists, nurses, policy staff,
etc) and multisectoral (academic,
hospital, MOH, DAV, public health
programs, professional
associations, private sector, etc)

Editorial process

No SOP

Follow SOP

Frequency of
publication

10 issues a year

Monthly (12 issues/year)

At least 1 supplement on a special
theme highly relevant to Vietham
(e.g., coverage on rational medicine
use or pharmacovigilance topic in
health professionals curricula in
Vietnam; MDR tuberculosis in
Vietnam)

Client groups

Pharmacists(mainly) , physicians,
public, Pharmacy students

Primary audience: pharmacists,
physicians, nurses, public health
program staff, policy makers from
the MOH, drug regulators from
DAV, academic staff and students,
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private sector healthcare providers
(including drug traders),
Secondary audience: researchers,
consumer groups, media staff, the

public.
Distribution 2500 per issue 5000 per issue
Method of Send by post directly to each In addition to sending by post
distribution recipient directly to each recipient, try the

following options as well: PDF
version as email attachment to
those who have email access; PDF
version on the DI&ADR website
when it gets created; sending to
professional associations and public
health programs etc to distribute
among their constituencies

Survey/feedback | Not yet At least once/year in the first few
years; then once every 3 years
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ANNEX 9. SOP FOR THE “PROCESS” IN COMMISSIONING AND COMPLETING ARTICLES FOR THE BULLETIN

DRUG BULLETIN EDITORIAL WORK TRACKING MATRIX

S No (or |Initial work Draft development Review Author re-work as needed |Final editorial review Final work Remarks
_some. : Identified Responsible [Objective Author Email, Sent date Expected Reviewer(s) |Email, Sent date Expected Date sent Expected Responsible |Expected Final typo |Planned for
identifier #) topic editorial and outline [name phone date of name phone date of with date of editorial completion |check and [publication
staff of the topic return return reviewer return staff date acceptance |[in issue #
(completion comments date
date)
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ANNEX 10. LIST OF LOCALLY RELEVANT AND USEFUL TOPICS FOR THE

10.

11.
12.

13.

BULLETIN

Inventory of Locally Interesting and Useful Topics for the Vietnam MOH’s
National DI & ADR Centre Bulletin

Comparative presentation of different drugs used in treating a particular disease (efficacy,
safety, cost, convenience).

Confusingly similar brand names in Vietnam (The “look-alike and sound-alike” products
available in Vietnam).

Traditional or herbal practitioners prescribing modern medicines and sometimes secretly
putting them in powder form in their traditional preparations in Vietnam.

Medication errors or real stories in Vietnam (prescribing, dispensing, administration
errors).

Problems with fixed-dose combination (FDC) products in Vietnam (e.g., drugs for
tuberculosis).

Price differences between different brands of the same medicine in Vietnam.

New drugs marketed in Vietnam.

Real case stories of drug Interactions, serious adverse drug reactions (ADRs), and
treatment failures.

Antimicrobial resistance (AMR)/ drug resistance in Vietnam.

Summaries and implications of interesting/ useful drug use studies and other
pharmaceuticals related studies in Vietnam, including master/PhD dissertations (thesis) in
pharmacy, nursing, medicine, and other health professionals’ courses.

Drug banned or recently withdrawn in Vietnam.

Recent regulatory decisions, or safety warnings/ issues in Vietnam, and also “global”
warnings/issues that have relevance to Vietnam.

“Reproduction” (with permission and acknowledgement) of very useful drug information,
medication error, or safety/pharmacovigilance related articles from other countries’

bulletins along with some locally relevant editorial comments at the end.
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14.

15.

16.

17.

18.
19.

20.
21.

22.

23.
24,

Stories, issues around over-the-counter (OTC) products and self-medication/ irrational
drug use by the public in Vietnam. Problems of non-adherence (non-compliance) to
medications and ways to improve adherence in Vietnam.

National treatment recommendations by public health programs in Vietnam. Treatment
regimen changes in public health programs (HIVV/AIDS, TB, malaria, etc). National
vaccination program.

Summaries of recent meta-analysis results (e.g., Cochrane reviews) relevant for Vietnam.
Important sources of drug therapy information that are freely available on the internet
relating to specific topics e.g., HIV/AIDS, drug use during pregnancy.

Comparative analysis of national medicines policies (NMPs) in Mekong countries.
How to stimulate ADR reporting in Vietnam. Publicity of the spontaneous ADR
reporting form.

Interesting/ useful question-answer encounters received by the DI & ADR Centre.
Sensitization on the differences between items that appear similar, e.g., MgCl, and
MgSO,.

Possible ways to minimize adverse events due to high risk medicines in Vietnam (e.g.,
heparin, warfarin, anticancer drugs, lithium, antidepressants)

Awareness and management of local epidemics in Vietnam

Interview with key experts in the pharmaceuticals field (DAV, MOH, doctors,
pharmacist, researchers, specialists, super-specialists, etc).

98



Report on Technical Assistance for Drug Information and Pharmacovigilance Activities of the
DI & ADR Centre in Vietham

ANNEX 11. COMPARISON OF DIFFERENT COUNTRIES’ ADR FORMS

Adverse Drug Reporting Forms

Canada

India

Namibia

Nepal

Saudi
Arabia
(ADR)

Saudi
Arabia
(Product

Quality)

South
Africa

Tanzania

US Med
Watch

Vietnam

Zambia

Patient Details

Report No.

v

Name of Site

Site’s Report Code

Center’s Report Code

AN RN

Patient Identifier

<\

<\

\

<\

Medical Record No.

Health Institution

Date of Birth

Age

ANANAN

Weight

ASRYRSRYRSA

ASBYRSERNAN

AN RN

Height

Sex

ANEANEN

ANIANENRN

<\

\

ANIANENRN

NENANENAN

ANIANANENRN

Ethnicity

ANAANERNENRN

Pregnancy

<\

<

v

LMNP (Females)

Drug Name (Generic and
Brand)

v

v

v

v

v

v

v

v

Suspected Drug(s)/Vaccme(s) and All Other Drugs Used

v

Manufacturer

v

v

v

v

(\

Manufacturer’s Address

Batch No.

v

v

ANANEN

Unique 1D

Expiration

Dose

AN

Route

AN RN

ANENEN

AN RN

AN

ANANANANAN
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Adverse Drug Reporting Forms
Canada | India Namibia | Nepal Saudi Saudi South Tanzania | US Med | Vietham | Zambia
Arabia Arabia Africa Watch
(ADR) (Product
Quality)
Frequency 4 v v v v v
Start Date v v v v v v v v v v
End Date v v v v v v v v v v
Reason for Use 4 4 4 v v v v v v
Concomitant Medical 4 v v
Products and Therapy
Dates
Strength v 4 v v
Indication the Product was 4
Used for
Where did the Patient 4
Obtain the Product?
Reuse the Drugs v
Other Products Used v v v
Adverse Event v v v v v v
Quality Problem v v v
Description of Event v v 4 v v v v v
Detail of ADR v
Relevant Tests/Lab Data v v v v v v v
Relevant History v v 4 4 v v v v v v
Start Date of Event 4 v v v v v v v v
Start Time of Reaction v v v v
End Date to Event v v v v
Date of Reporting v 4 v
Treatment of Adverse 4 4 v v
Event
Outcome of ADR |
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Adverse Drug Reporting Forms

Canada

India

Namibia

Nepal

Saudi
Arabia
(ADR)

Saudi
Arabia
(Product

Quality)

South
Africa

Tanzania

US Med
Watch

Vietnam

Zambia

Patient Name

v

Date Recovered

v

Fatal

Fatal (not because of
drugs)

Continuing

Recovering

Recovered

ANRAVAN

Recovered without
Consequence

Recovered with
Consequence

Sequelae

Describe Sequelae

AN

AN

AN

Toxicity-Related
Treatment Switch

No Rehabilitation

Unknown

Other

ANIAN

Is Reaction Serious?

Why is Reaction Serious?

Event subsided after
stopping

AN RN

Event reappeared after
reintroducing

Treatment of Reaction

Specific antagonist used
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Adverse Drug Reporting Forms

Canada

India

Namibia

Nepal

Saudi
Arabia
(ADR)

Saudi
Arabia
(Product

South
Africa

Tanzania

US Med
Watch

Vietnam

Zambia

Quality)
Date of Death v v

Seriousness of ADR |

Patient Died v v v v v v v

Hospitalization
Required Intervention to
Prevent Permanent
Impairment/Damage
Life Threatening v
Prolonged Hospitalization | v/
(more than 24 hrs)
Permanent Disability v 4 4 v v v v
Other v v v v
Congenital Anomaly v v 4 4 v v v
‘ v

v

v v v v v v
v v v v v v

v v
v v

ADR Treatment |

Result of Stopping Using
the Drug

Result of Using Other v
Drugs
Comments from v
Treatment
Doctor/Reporter
Assess Relationship v
between Drugs and ADR
Opinion of Review Expert v
Type of Product v

Trade Name v v v v
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Adverse Drug Reporting Forms

Canada | India Namibia | Nepal Saudi Saudi South Tanzania | US Med | Vietham | Zambia
Arabia Arabia Africa Watch
(ADR) (Product
Quality)
Batch No. v v v v
Registration No. v v v
Dosage Form and v v v v
Strength
Expiry Date 4 v v
Size/Type of Container v v v v
Is Product Available for v v v
Evaluation?
Manufacturer v
Manufacturing Date v
Distributor/Vendor v
Has the Manufacturer v
been Informed
Type of Quality Problem 4

Suspect Medical Device

Brand Name

Common Device Name
Manufacturer Name, City,
and State

Model No.

Lot No

Catalog No.

Serial No.

Expiration Date

Other No.

Operator of Device

If Implant, Give Date

NNENAN

NSASASASASANANAN
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Adverse Drug Reporting Forms

Canada

India

Namibia

Nepal

Saudi
Arabia
(ADR)

Saudi
Arabia
(Product

Quality)

South
Africa

Tanzania

US Med
Watch

Vietnam

Zambia

If Explanted, Give Date

Single-Use Device Reused

Name and Address of
Reprocessor

Reporter |
Reporter Name

NRNEN

<\

Reporter Address

Phone

NENEN

INEVAN

ASANAN

ANANEN

NNENEN

NNENAN

<\

ANANAN

Cell Phone

ANENANENEN

E-mail

Fax

Date

\

AN RN

AR

AN RN

Report Time

ANERYANEAN

Specialty

Profession

AN

<\

Organization

Signature

ANINERN

Health Professional?

Health Facility

Health Facility Address

Region

Qualifications

Also Reported to
Manufacturer?

Withhold identity
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